The Bressler Report 


October 30, 2009: Over 8 years ago | spoke to Jerome Bressler and thanked 
him for speaking out in this report. He told me the report was worse than what | 
had read because when the FDA had retyped it they left out the worst 2096, two 
mouse studies, and a cover letter. Doctors H. J. Roberts and Russell Blaylock 
both spoke to Bressler and got the same information. 


Dr. Roberts wrote his Senator, Bill Nelson on November 27, 2001 stating that 
important information had been withheld. He said, "Specifically, | need original 
copies of the two (2) mouse studies done at Searle Laboratories, which were 
reviewed by the inspection team of the Chicago District of the Center for Food 
Safety & Applied Nutrition between April — September 1977. 


Jane Kirby for Melinda Plaisier, Associate Commissioner for Legislation wrote 
Senator Bill Nelson on April 18, 2002 and said: "Additionally, some documents 
are considered confidential under FDA's FOI regulations and in some instances 
the Agency cannot acknowledge the existence of such documents." 


The rest of the Bressler Report was kept under FDA seal for 3 decades. The 
investigation of these studies was the epitome of other Searle studies, sloppy, 
inefficient and never showed safety. The Bressler Report itself is revealing the 
things that Searle did so the FDA would not find out how unsafe aspartame is. 
They not only filtered out neoplasms but even excised brain tumors from rats, 
putting them back in the study and then resurrecting them on paper when they 
died. The report found that 98 of the 196 animals died during one of Searle's 
studies and weren't autopsied until later dates, in some cases over one year after 
they died. Records for approximately 30 animals showed substantial differences 
between original observations on pathology sheets and the observations on 
pathology sheets submitted to the FDA. There were numerous other 
inconsistencies. A uterine polyp and ovarian neoplasms were found in animals 
but not reported or diagnosed in Searle's reports. The FDA investigators found 
dose-related uterine polyps in 1596 of 34 animals. 


It was obvious even with fraud aspartame couldn't be proven safe and on 
January 10, 1977 in a 33 page letter, FDA Chief Counsel Richard Merrill 
recommended to U.S. Attorney Sam Skinner that a grand jury investigate Searle 
for "apparent violations of the Federal Food, Drug and Cosmetic Act, 21 USC 
331 (e), and the False Reports to the Government Act, 18 U.S.C. 1001, for "their 
willful and knowing failure to make reports to the Food and Drug Administration 
required by the Act, 21 USC 355 (i) and for concealing material facts and making 
false statements in reports of animal studies conducted to establish the safety of 
(aspartame)." 


U.S. Prosecutor Sam Skinner as well as William Conlon hired on with the 
defense team and the statute of limitations expired. 


Finally in 1980 the FDA Board of Inquiry revoked the petition for approval which 
would have been signed into law if Searle had not sued. Donald Rumsfeld, CEO 
of Searle, hired to get aspartame approved, was on Reagan's transition team. 
FDA Commissioner Jere Goyan at 3:00 AM was called by a member of the 
transition team and fired. Reagan wrote an Executive Order making the FDA 
powerless to do anything about aspartame including signing the revoked petition 
into law until he could get Arthur Hull Hayes there as the new FDA Commissioner 
to over-rule the Board of Inquiry. Then the Executive Order was expunged from 
the record, which is illegal. This is mentioned in the movie, Sweet Misery: A 
Poisoned World, www.soundandfury.tv 


So science never proved aspartame safe. It proved only fraud. But you hear the 
manufacturer constantly claiming there were 200 studies that proved safety. 
Informants say when Rumsfeld came to work for Searle people working there 
and knowing what was going on were fired and the studies were removed. 


Jan Marie Kinnard, wrote in Feb, 2008 that she was the one who was hired to 
shred the Searle studies, and send a copy to France. She said: "They were the 
lab results from the tested rats and other animals. The results were outrageous. 
This stuff killed everything it touched." 


The investigation of the two mouse studies the FDA did not want the public to 
read was kept from the record all these years. | even wrote FDA Freedom of 
Information and was told too it was confidential. When ۱ stated it was not 
confidential but a matter of public record | was told that the information had been 
destroyed. 


http:/Awww.mpwhi.com/fda_gate.htm 


Fortunately Dr. John Olney back in the 1970’s had been able to get a copy of the 
deleted information and still had these records, which are now scanned in below 
to complete the Bressler Report. In one conversation with Jerome Bressler he 
said even Dr. Collins, chief FDA scientist’s signature had been deleted from the 
report. He said the Bressler Report was not complete without it. An attempt to 
get Dr. Collins to speak on the subject was unsuccessful. 


So below you will see the rest of the report and understand these mouse studies 
are just representative of the way Searle did studies, and there is no way for 
aspartame to ever be proven safe. 


Dr. Betty Martini, D. Hum, Founder 
Mission Possible International 
9270 River Club Parkway 

Duluth, Georgia 30097 

770 242-2599 


www.mpwhi.com, www.dorway.com and www.wnho.net 
Aspartame Toxicity Center, www.holisticmed.com/aspartame 


The missing 2096 has been added to the end of 
the Report. 
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To Be Reviewed by the Bureau of Foods 


a. DISTRICT ENDORSEMENT N 


This top priority investigation was made to compare all 
available raw and summary data, along with all related 
materiai including methodologies, against the FDA submission. 


This inspection covers one study. "Ra 
| E-77/78 (P.T. 988573), SC-19192: 115 Week Oral 
Yumorigenicity Study in the Rat - Diketopiperazine 


Study E-77/78 was initiated on November 8, 1971. The FDA 
submission is Gated September 1974. 
| U^ree hundred and sixtv weanling albino rats, Charles River 
CD strain, 190 of each seu, vere usec. Tne rata were @ivicead 
into twelve housing groups, (Six arous per sex), thirty rat 
in each housing group. Each housing group was composed of 
aia ranor OGistrioution or Control, Low, Mid, and Eigh Dose 
E animalis. The racs were fed Dike topiperizine (SC-19192) at 
1|2, 0.75, 1.5, anë 3.0 grams per kilogran of bocy weignt per 
= j dav respectively 
E | Oi investigation of this study shows that no homogeneity 
Bol ts were performed on any batches of the diet. We found 
dence thet the diets were not homogeneous. 


Two unidentified infectious disease outbreaks were reported 

in the PDA submission. In both instances tne control and 
treated animals were reportecly affected with equal frequency 
and severity. All morbid rats were injected with potassium 
penicillin G. Our review of the records show a third occurrence 
of infectious disease and penicillin administration toox place, 
which was not reported in the submission to FDA. 


Ye found an additional polyp of the uterus in the mid dose 
group which was not diagnosed or reported in the submission 
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JSA/DME/JTT/LF Skokie, Illinois 6007: 


by Searle. The finding of one additional uterine polyp in- 
creases the incidence in the mid dose to 5 polyps of 34 
animals (152). The incidence of polvps of the uterus appears 
to be dose related. 


Serum cholesterol determinations were done at days 796 and 798 
(terminal bleeding), but not included in the submission to 
FDA. The submission reported a Significant decrease in serum 
cholesterol that was more perceptible toward the end of the 
study and may have been dose related. Therefore, the ex- 
clusion of data from days 796 and 798 could be significant. 


In some instances raw date was not available for review سوم‎ 
pecially in the areas of clinical chemistry and microscopic 
pathology. In other instances there were inconsistencies 

in the raw data making it difficult to authenticate the 

study. As the investigation proceeded we learned that not : 

all of the data was under seal. We discovered a number of coc- 
uments. It is guite probable that there are still some 
laboratory notebooks missing. The majority of the responsible 
individuels that worked on this Studv are no longer with Searle. 


FOLLOW-UP: To be reviewed by the Bureau of Foods 
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4901 Searle Parkway 
Skokie, Illinois 60076 


^. SUMMARY OF FINDINGS 
SYZSHARTY OF FINDINGS 


Authentication of this Study was performed primarily by com- 
-paring available raw data with the Submission to FDA. This 
۷۵5 a problem, at times, due to the lack of Some data and 
difficulty in locating other material. The majority of 
material relating to Aspartame was already under FDA seal 
-at Searle. However, during this investigation we discovered 
various documents and notebooks that were not. T 

1 : a 
In some cases original data could be recorded in Several areas, 
making it difficult, and sometimes impossible to determine 
which was actually the original. This was a particular problem 
in dealing with dates of deaths, as some conflicted on the 
"source" documents. Bany of the responsible individuals invol- 
ved with the Study, including Stability testing Of DKP, are no 


determine methods used in some analyses and operations carried 
out in conducting this Study. In a number of areas, including 
chemistry, Statistics, diet preparation and feeding, it was 
necessary to-use assumptions, or information Supplied by current 
employees who were not involved with the Study. 


At the beginning of this investigation, Mr. James R, Phelps, 
Vice-President and General Counsel for G.D. Searle & Co., advised 
"us that an-attorney and scientific coordinator would have to be 


occasions an attorney would question our request for data, 
stating that it was not relevant for authentication. At no time 


of animals to the diet. This was a significant factor in the 
Study. Permission to copy them was initially refused, but 


for about two and one-half weeks, due to Searle's concern Over 
confidentiality. This was eventually reconciled between Searle 
and FDA General Counsel. 
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major discrepancies concerning Study PT 988573, SC~19192; 
Week Oral Tumorigenicity Study in the Rat, are as follows: 


` Design & Conduct of Study 


Control and treated animals were randomly distributed 


EIR 4/25/77 to 8 
JSA/DME/JT/LPF . 


`. On the same rack. (See diagram of housing group 


attached as exhibit 7.) 


No ear clips or other methods of uniquely identifying 
each animal were used. Identification consisted of two 
types of cards attached to the front of each cage. 


Compound inventory cards were deficient in that only one of 
18 such: cards stated the purpose (study 988573) for with- 
drawing the compound from inventory... Three of the cards 
did not include the date withdrawn, amount ‘withdrawn, or 
signature of requestor. Therefore it was impossible to 
reconcile the amount withdrawn and the amount used, 


. (See exhibit 128.) 


Food jars vere not individually identified, yet all the 
‘filled jars for a given housing group (control, low, mid, 
and high dose) were placed on a mobile cart, which was 
wheeled to the housing rack. The position of the jar 

(in rows) on the cart was the only means of identifying 
the proper dose level. The arrangement of the food cups 
on the cart is shown in exhibit #8. 


A total of 79 “observations for drug effects" records were 
not signed or initialed. 


Observation recorés indicated that animal A23LM was alive at 
week 88, dead from week 92 through week 104, alive at week 
108, and dead at week 112. : 


Records indicated that at the scheduled 104 week bleeding, . 
animal E2CM was substituted for AllCH. Records also indica- 
ted that animal AllCHM was alive on this date and therefore 
Should have been bled as scheduled. 


Records indicated that penicillin was administered to four 
rats beginning on May 16, 1973, and continuing daily through 
Hay 28, 1973. This third occurrence of infectious disease 
and penicillin administration vas not reported in the sub- 
mission to FDA. i 


E 


4) 


5) 


6) 


7) 


8) 
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9) In many cases the actual number of tissues embedded was less 
| 7" than the 24 (control and high dose) or 19 (low and mid dose) _ 
specified in the final histology lab protocol dated 1/21/74. .. 


710) Ophthalmoscopic examination records were present for animals 

. H26HFP and J29CH, Yet the findings were not reported in the 
submission to FDA. Two other discrepancies of this type . 
were noted, ` f ' ۱ 


7431] Records indicate that a tissue mass measuring 1.5 X 1.0 cm 
l was excised from animal B3HF on 2/12/72, and that a "skin 
incision over mass" was performed on animals C22LM and G25LH 
OM Feb. 10, 1972. e 


Wn B. Stability and Homogeneity of DKP in Diet Mixture 


E There were-no batch records to show the quantities of DKP 


and basal diet weighed, type of mixer used, mixing time, 
dates, or names of individuals performing the weighing and 
blending operations. 


2) "There was no evidence that any tests had been Gone to deter- 
mine the blending characteristics of the mixer, or to vali- 
date the mixing time. 


3) No homogeneity tests were performed on any batches of diet 
used in the study, and two Stability study assay reports 
(A7738) and A7739) indicated that samples were not homogene- 
ous. (See exhibit $29.) 


4) A stability study was conducted with DKP; 
in 1972. However, the 115 week rat study employed ES 
Basal Diet from week 62 to its conclusion, and no stability 
Studies had been conducted with \Basal Diet. 


5) Methods of assay for DKP in the diet were deficient in that: 
The titration method was discontinued after l week of the 
stability study. Some of the TLC photographs showed no DKP 
reference standards and photographs also showed that there 
was something in the basal diet itself Producing a spot 
on the TLC plate which had an Rf value corresponding to 
DKP. Only one solvent system was used for development of 
the TLC Plates. Some of the chromatograms showed poor separa- 


tion. 
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: = .6( No reserve samples of any of the lots of DXP used in this study 
` were retained by Searle, w o 


mem) Three different sets of specifications for DEP were found, and 
Searle could not determine with any Gegree of certainty which 
of the three were applicable to the 7 lots of DKP used in the 
- study. 1 


8) The analytical records for DK? lots IR through 5R.refer to ۳ 
. reference standard IR #3701. None of the three sets of DXP 
' Specifications lists reference £3701. No data was made avail- 
` able as to dates, methods Of preparation anā authentication 
of DK? reference Standards. 
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9) Analytical record A-9129 for pxp lot 5R showed an assay of z 
100.0%. Examination of laboratory notebooks showed E 
that eleven (11) sambles had been analyzed from this lot, and i 
the analytical record Only reflected an average of the last x 
three of these. The other assays (not reported) ranged from : 

87.93% to 114, : 


(en C; Dosage, Body Weight and Food Consumption 


UN l) Examination of the raw Gata sheets revealed the following 
l discrepancies: 


a. Empty feed cup weights were missing for the D hous- 
ing group at the 12th week, in the raw data sheets. (See 
exhibit #75.) 


b. In several instances, the dietary concentration shown 
on the weight sheets did not agree with the concentra- 
tion listed for the same level in the other housing 
groups. (For example; C group Males, mid & high levels 
for week 13,; A group Males, high levels for week 99) 


2) Comparison of the Searle submission and the independent FDA 
analysis of the raw body weight and food consumption data 
revealed the following discrepancies: 


a. We found a total of 15 differences of ] gram or more in 
the average body weight and of 0.1 Percentage points 
or more in weight gain. (See table l.) 


: BIR 4/25/77 to 8/4/77 sees Searle Laboratories ۲ 
JSA/DME/JT/LF SU EE ; Div. G.D. Séarie & Co. 
Skokie, Illinois 50076 


b. We found approximately 82 discrepancies of one gram or 
more in the food intake when expressed in grams/day. 
(See table 2). i ۱ a 4 

۱ X MEE ; j 

C. We found approximately 40 errors of 5 or more grams in 


a 


food intake when expressed in grams/kg./dav. (See 


` table 2). 

TES ; l i 

. d. Most of our dosage calculations differed from Searle's : = 

x dosage calculations by 10 or more ma., when the dosage 5 

is expressed as mg/kg/day. (See table 2). F 

D. Gross end Microscopic Pathology ` 
" 1) 98 of the 196 animals that died during the stucy were fixed i 


in toto and autopsied at some later date, in some cases 
more than one year later. ۳ 


- 


7.2) A total of 20 animals were excluded from the Study due to : 
: excessive autolysis. Of these, 17 had been fixed in toto 
and autopsied at a later date. 


3) Records indicated that animal FéHF, a high dose female, was 
found dead at 787 days of treatment and the gross pathology 
sheet reported a tissue mass measuring 5.0 X 4.5 x 3.5 cm. 
The submission to FDA reported no tissue mass and the 
animal was excluded from the study due to marked autolysis. 


1 
2 
3 
F 
t 


4j Records for approximately 30 animals Showed substantial 
differences between gross observations on pathology sheets, 


Submitted to FDA. A detailed description of 10 of these is 
included in the report. Copies of all the gross pathology 
Sheets, and the pathology summaries submitted to FDA are 


attached as exhibits. 


5) Dr. Charles H. Frith, D.V.H., Ph.D., Director, Pathology 
Services, NCTR, examined slides for a total of 150 animals, 
or about 42 percent of the animals on Study. He noted 
the following discrepancies: 


2. The reporting of a mass (by Searle) as missing which was 
actually present (animal MILF). 


EIR 4/25/77 to 8/4/77 -6- ۱ Searle Laboratories 
"JSA/DME/JT/LF Div. G.D. Searle & Co, 


Skokie, Illinois 60075 


b. The finding of a polyp of the uterus which was not i 
diagnosed by Searle (animal KSMF). The finding of - ! 
this additional uterine polyp by Dr. Frith increases 
the incidence in the mid dose to 5 of.34, (15 percent). 


€. The finding of ovarian neoplasms in animals H1OCF, H19CF, - 2 
and E7HPT, and the finding of diffuse hyperplasia in animal 
‘D29CF, which were not diagnosed by Searle. 


d. The finding of additional inconsistencies ia 21 animals. 
í 1 
6) No microscopic worksheets or otner "raw data" relatina to ۲ 
microscopic pathology could be found for this study. d 
+) 7) NA mammary tumor found. in animal F27CF was described as a 
xur papillary cystadenoma on the pathology summary sheet, (page - 
105, Vol. II of the submission) and as an adenocarcinoma on : 
Summary table 12 (P. 95, Vol. I of the Submission). 


8) In several instances the histopathology technician made notes 
at the bottom of tne gross patholocy sheet to indicate that 2 
certain organs were not present in the bottle of fixative : 
(and were therefore not available for sectioning). Yet, in ‘ 
three of these instances (animals A4Ci » K23CF, and J3CH) a 3 
diagnosis appears in the submission to FDA. 


E. Organ Weights 


1) Organ weights were entered on the gross pathology sneets at 
the time of autopsy. We compared all of the individual organ 
weights on appendix table 5 in the submission to FDA (Vol. 1, 
pgs. 222-226) with the original data on the gross pathology 
sheets.  A-total cf eleven (11) errors were noted in transcrib- 
ing the raw data from the pathology sheets to the tables in the 
Submission to FDA. ۲ 


F. Survival 


l. We were unable to determine the exact method used by Searle in 
constructing the survival table in the submission to FDA. 
We constructed a survival table using the body/feeder weight 
teletype sheets. A Life Table Analysis was constructed from 
our survival table by Dennis Wilson, FDA Department of Mathe- 
matics. The female control population differed from the high 
level population (p« 0.05) and the male control population 
differed from the mid and high level population (p 0.05). In 
all cases the differences are due to the higher mortality in 
the controls. 
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Clinical Laboratory Procedures 


Laboratory records of one Sort or another for all assays repor- 


ted in the Submission were obtained. In Some cases data Sheets 


Were noted with results of essays carried out at treatment days 


indicated in the protocol or Protocol amendment. For example, 


EIR 


JSA/DME/JT/LF 


. Serum cholesterol determinations were done at days 796 and 798 


(terminal bleeding) but not included in the Submission to FDA. 
Because the Submission to FDA (vol. 1 P. 286) reported a signi- 
ficant decrease in Serum cholesterol that was tore perceptible 
towards the end of the study, and Ray have been related to 
comoounga administration, the omitted data is of some importance, 


No data was seen for two assays (serum insulin and serum ornit- 
hine carbamy transferase) which vere called for in an amend- 
ment to the protocol. -— 


Original čata was not always available for authentication of 
results or examination of Procedures for conversion of ray 
Gata into the calculated values submitted to FDA. 


Data pages for clinical chemistry and urinalysis were initialled 
Dy a technician who transcribed data but apparently was not 
directly involved in the assays indicated. He stated in an 
interview that Dr. Rao told him to intial the data sheets, 


actually used in the Study. The fact that more than one method 
Was sometimes used for a particular assay during different times 
of the study was not indicated in the Submission to FDA. 


A total of 49 disparities were noted between Statistical 
computations reported by Searle in the submission and 

those calculated by FDA. The disparities are constituted 

by the values for 6 means, 23 standard errors, and 20 signi- 
ficant differences (as measured by T tests). 


Some of the data sheets for urinalysis had erroneously 
labeled the bhenylketones test values as "phenylalanine", 
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EIR 4/25/11 to 8/4/77 - =B- Searle Laboratories 
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E ۱ Skokie, Illinois $0076 
^7 PURPOSE OF INVESTIGATION 


Assignment memo dated Hay 16, 1977 from Donald Healton, Acting 


- Director of Regional Operations, confirmed an` earlier oral 


: assignment to Chicago District for a directed inspection of cer- 
tain non-clinical studies submitted to FDA in support of a food. 
additive petition for the sweetner aspartame. 


“fhe investigation began on 4/25/77, and encompassed the authen- 
tication of all data, both raw and summary, relating to the 

. studies jointly chosen for review by Bureau of Foods and EDRO. 

Two studies actually done at G.D. Searle were selected for initial 
coverage, and a decision to expand the investigation to a third 
study was made at a later date. 


Following are the titles of the three studies selected for review: 


1.) E-5 (P.T. #851570), Evaluation of Embryotoxic and Teratogenic 
Potential in the Rat, conducted with SC-18862 (aspartame). 


2.) E-89 (PT 21218875), An Evaluation of the Embryotoxic end Terato- 
genic Potential in the House, conducted with SC-18862 (aspar- 
tame). 


3.) E-77/78 (PT £9898573), 115 Week Oral Tumorigenicity Study in the 
Rat, conducted with $C-19192 (diketopiperazine). 


This report is concerned only with study E-77/18. The report of 
E-5 and E-89 was submitted separately. 


HISTORY OF BUSINESS 


C. D. Searle & Co. provides a wide range of health care products 
and services on a worldwide basis. Its business is divided 

among three principal areas: pharmaceuticals, medical instru- 
ments and optical products, and hospital and laboratory products. 
The firm's corporate offices are located in Skokie, Illinois, 
with various branches and facilities throughout the world. 


Effective June 1, 1977, Donald H. Rumsfeld assumed duties as 
President and Chief Executive Officer. Hr. Daniel C. Searle, 
formerly Chief Executive Officer is now Chairman of the Board, 
while William L. Searle and Wesley M. Dixon, former Chairman 
and President respectively, are now Vice-Chairmen. l 


EIR 4/25/77 to 7 -9- Searle Laboratories 
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Effective March 1, 1977, the firm underwent a major realignment, 
shifting to a managerial system based on product lines. This | 
resulted in the establishment of four main product-line groups, 


„7 Which are: Pharmaceutical/Consumer Products, Diagnostics, 


Hospital Supplies and Optical Products. Each grouo is headed 
by a President who will report to Searle's Executive Vice-Presi- 


> dent for Operations, Dr. James A. Buzard. A coov of the G. D. 


Searle & Co. annual report for 1976 which is attached as Exhibit 
#1 further expands on the firm's operations and lists Corpor- 
.ate:Officers. 


Mr. O. B. Parrish is President of the Pharmaceutical/Consumer 
Products Group and also a Corporate Vice-President. An organi- 
zational chart for this group is attached as Exhibit 22. Mr. 

Cuy Labrosse is now Group Executive Vice-President for U. S. 
Commercial Pharmaceutical Operations. In the U. S., this is known 
as Searle Laboratories. The facility at 4901 Searle Parkway, 
Skokie, Illinois is a part of U. S. Operations, e.g. Searle 
Laboratories, yet houses the majority of the Research and 
Develooment Group. f 


Worldwide Pharmaceutical Research and Development is also a 
part of the Pharmaceutical/Consumer Prođucts Group, but not of 
Searle Laboratories. The Research and Development of Aspartame 
is a function of this group. Copies of organizational charts 
for this group are attached as Exhibit #3. Dr. Robert A. Moe 
recently resigned and his position is temporarily being filled | 
by George V. O'Bleness, Corporate Vice-President for Compliance 
and Administration. 


Commercial aspects of Aspartame are being handled by an "Aspar- 
tame Division", under the direction of Elwood H. Ensor, Corpor- 
ate Vice-President. There is no longer a division entitled 
"New Ventures". 


PERSONS INTERVIEWED 


Credentials were shown and a written Notice of Insoection was 
issued to Dr. William M. Merino, Director, Domestic Pharmaceu- 
tical Products, Regulatory Affairs Department on April 25, 
1977. The following Searle personnel were present at the 


initial meeting on 4-25-77. 
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Robert A.. Moe, PhD. — Executive Vice-President 
George Clay, PhD. - Group Leader, CNS Pharmacology 
Robert Bost, PhD. — Director of Food Products, 
Regulatory Affairs 
Holly Ru Probst- Director, Corporation Information 
Management Group 


Dave Britton, - Director Corporation Information 

SA ENME A Department ` : f 
William Merino, PhD. - Director, Domestic Pharmaceutical 
۱ ۱ . Products 


Richard Viktora - Attorney 

James Phelps - Vice-President, General Counsel 

Elwood H. Ensor, PhD. - Vice-President 

Paul Klimstra, PhD. - Vice-President Pre-Clinical 

t Research end Development 
Roger Thies - Attorney ۰ 

During the course of our investigation one or more of the 

following Searle personnel were present in the Conference Roon 

which we used for our data review. 


Richard Viktora ~ Attorney 

Roger Thies - Attorney 

Géorge Clay, PhD. - Group Leader, CNS Pharmacology 

Robert Bost, PhD. - Director of Food Products, 
Regulatory Affairs 


Don Cook, PhD. - Associate Director, Department of 
Bio Research 
Dick Aspinol, PhD. - I. I. D. Group Leader 


Bill Jenkins, PhD. - Director, Product Affairs 
Fred Mcilreath, PhD. - Director, Regulatory Affairs 
Paul Landefeld, Attorney 


Most of the time one attorney (R. Viktora or R. Thies) and 
one scientist were present. During our initial meeting with 
Searle personnel, James Phelps stated that a Searle monitor 
must be with us at all times during our data review in order 
to "protect the data". 


During the course of our investigation, various individuals 
were interviewed in an attempt to obtain all available raw 
data and reconstruct the manner in which the study was con- 
ducted, as accurately as possible. Since many employees 
involved in the study or support areas are no longer employed 
at Searle, others were interviewed who had general knowledge 
of such parameters as statistics and chemistry. 


ern 
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' Significant interviews are attached as Exhibits, as refer- 
, enced. Individuals interviewed were as follows: 
' l. Donna Helms - Administrative Assistant to Dr. 
McConnell on 5-18-77, 6-30-77 and 
7/1/77 (Exh. $46). 
2. Judith. Beauchamp - Hematolooy Lab Supervisor on 
i B í 6-2-77 (Exh. $47). ‘ 
3. Barbara Bickford {Nee Ross)-Technician, Department 
۱ ‘Of Analytical Research 
on 6-1-77 and 6-2-77 
(Exh. $48). 
4. Clifford J. Seul x Supervisor, Depar tment of ; 
Analytical Research and Develop- 
; ment on 6-2-77 (Exh. $49). 
5. Bartolome R. Tangonan ~ Research Technician, 
Pathology Toxicology Depart- 
“ment on 6-1-77 (Exh. #50). 
6. Tony Martinez - Research Assistant and Toxicology 
Lab Suvervisor on 5-13-77, 6-3-77, 
7-7-77, 7-20-77 and 8-2-77 (Exh. 
#51). 
7. Ted Reichert - Supervisory Systems Analyst on 
5-24-77 (Exh. #52). 
0. Phil Polli - Systems Analyst on 5-24-77 (Exh. $53). 
9. Judith Schmal - Clinical Chemistry Section Supervisor 
on 6-2-77 and 6-7-77 (Exh. #54), 
10. Jane Drury -Analytical Chemist, Bioanalytical Dept. 
6-7-77. 
ll. Alan Mitchell - Teratologist on 7-20-77 (Exh. #56). 
12.' Raymond G. Schroeder - Former Searle Teratologist on 
7-18-77 (Exh. #57). 
13. Dr. Rudolph Stejskal - Pathologist on 6-23-77. 
14. Patricia Erdenberger - Research Assistant and Histo- 
pathology Lab Supervisor on 
various dates (Exh. $58). 


Dr. Robert HcConnell, Pathology-Toxicology Advisor at the time 
of this study, was not directly involved with daily procedures. 
He is no longer employed at Searle. 


An attempt was made to interview Dr. K. S. Rao, Monitor of 
Study P. T. #988873 on 7-25-77. We were referred to Dr. Rao's 
attorney, who refused permission for an interview (see Jerome 
Bressler's memo dated 7-27-77, Exh. #33). 
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JSA/DME/JT/LF 


` < PURPOSE OP STUDY PT 988573 (E-77/18) 


80-1919 2: 115 Week Oral Tumorigenicity Study in the Rat 


According to the submission to FDA, this study was intended 


`. to evaluate the safety and tumorigenic potential of SC-19192, 
| diketopiperazine (5-benzyl-3, 6-dioxo-2-piperazine-acetic 


'acid), which is a conversion product of aspartame, and to 

. induce and define such adverse effects as might occur only 
at prodigious multiples of the estimated daily human intake. 
The commercial grade of aspartame (SC-18852) may contain 

up to 2 percent of the conversion product (DP), according 


was initiated on Movember 8, 1971. 


we 


to Searle's specifications. 


DATES 


Study E-77/78 (PT 3983573) 


The study was to be terminated at 104 weeks, but was extended 


was stated 


The reason for extending the study 


to 115 weeks. 


as کک‎ in protocol amendment #3 dated Septenber 6, 1973: 


ecided to extend or continue the study until the 


"it vas 


aoe of either sex reduced the control group to 20 animals 
per sex, provided tne 
less than 10 animals/sex/treated group prior to that period. 


survival in the treated groups is not 


This approach is consistent with current FDA desires. A copy 
of the study protocol is attached as exhibit i11. 


Initiation of treatment was staggered over a two week period | 


DAYS ON 
STUDY 


805 
805 
805 
805 
£05 
805 
805 
805 
805 
805 
805 
805 


SCHEDULED 
SACRIFICE 


1/21/74 
1/22/14 
1/22/74 
1/23/74 
1/24/74 
1/25/74 
1/28/74 
1/29/74 
1/30/74 


1/30/74 


1/31/74 


2/1/14 


DATE PLACED 
ON STUDY 


11/8/71 

11/9/71 

11/9/71 

11/10/71 
11/11/71 
11/12/71 
11/15/71 
11/16/71 
11/17/71 
11/17/71 
11/18/71 
11/19/71 


as follows: 


: HOUSING 
GROU? 


- Male 

- Female 
- Male 

- Female 
~ Hale 

Female‏ س 
Male‏ ~ 

~ Female 
- Male 

- Female , 
- Hale 

- Female 
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PROTOCOL AND AMENDMENTS U 


A copy of the protocol for this Study was obtained and is at- re 
tacned to this report (See Exhibit gill). The protocol includes 
4 amendments which are dated Aug. 20, 1973, (amendments 3 

and 2), Sept. 6, 1973 and Jan. 9, 1974. : 


Amendment $1 dated Aug. 20, 1973 specified 4 additional clinical ۱ i 
chemistry laboratory measurements: l.) serum insulin, 2.) serum : 
ornithine carbamyl transferase, 3.) serum protein electrophoresis, 

4.) serum total protein. : 


Two of the above assays (serum insulin, and serum Ornithine car- : 
bamyl transferase) were apparently not done, because no data for : 
these two parameters was submitted to FDA, anê we could find : 
no raw data or other evidence that they were Gone. 


Amendment #2 dated Aug. 20, 1973, specified 8 coronal sections 
cf brain to be examined microscopically, and also described the 
procedure for sectioning the urinary bladder. Four transverse 
sections from each urinary bladder uere to be examined micro- 
scopically. l 


PPE Ys BAI o e 


Amendment z3 dated Sept. 6, 1973 extended the study until it 
reached a point where mortality reduced the control group to 20 
animals per sex, provided survival of treated groups was not 
less than 10 per sex per group. (This represented a survival 
of approximately 30$). 


: 
3 
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Amendment z4 dated Jan. 9, 1974 added serum cholesterol to the 
clinical chemistry measurements to be made at terminal sacri- 
fice, and terminated the study after 114 weeks of treatment. 
Terminal sacrifice wes to begin on 1-24-74 and continue through 
2-1-74. 


Our examination of the original data showed that serum choles- 
terol determinations were done at day 796 and 798 (terminal 
bleeding) as specified in the above amendment, but the data 
was not included in the submission to FDA. The submission to 
FDA (Vol. 1 p. 285) reported a significant decrease in serum 
cholesterol that was more perceptible towards the end of the 
Study, and may have been related to compound administration. 
Therefore, the omitted data may have been important. 


Serum cholesterol determinations were also done at day 546 
(78 weeks) and not reported in the submission to FDA. 
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"The. protocol.” EOL; Clinical- Chenistry-prócedures- -specified that 
BON - -determinations: : were, to be done-at'/78 weeks (546 days). 
The Submission "to-FDA-contained:- :no- BUN -data for day- 5 46 but 
‘Out trevtewvo£ the-rüw-data indicated-tlat -BUN' s- had been. . 
‘aone= petata 45 Some SUN ود‎ werealiBo-doua-at; “day 735= 605 
weeks ( وج‎ 0 nots reported sin- the. submission. to FDA; but this 

22 2 was: met complete forall enamel ee. 


to: Leer piotocoliis a-Iemo dated. Oct. E 2972 .which.‏ یگ 
describes. an: ;|acutecinfectioón Spreading in the rat. colony, .and‏ 
‘the : adninistrakion_ of -penicillin..to "combat. the ‘infection, and‏ 
a nemo:dated.May 8,:1973 listing. ‘schea@uled dates tò be added‏ 
te: of. 0 groups A & B. 5‏ رن 'to BORN. and: Feeder‏ 

The Final’ Histology. Lab EEE aad 1-21-74, HE Dd. 
organs” to be, embedded for-control and high dose animals, and 

19 organs. to.: be, .enbedded. for low and mid dose groups. - “The l 
organs- which. were to be embédded' for fhe ċöntrol and high dose > | 
“Groups: but -to :be-omitted 2 sin the ,low.and_mid dose groups include: 


"lymph. node, nerve, boe, "eye, and salivary’ glands. aa xut 


"rH e npo nore ep? cene onto cO GS, erroe minem moeerr vnm qid eram vn ns. i 


Pathology sheets. {blank forms) to be used at ern Pid sacrifice 
were reproduced (xeroxed) with check marks, time (death to 
tissue’ fix), fixative, study, and project number already 
entered. Twenty-seven (27) organs were checked off, to be 
embedded. However, as stated above, the control and high dose 
animals were to have 24 organs embedded, according to the pro- 
tocol, and the mid and low dose 19. Therefore, all pathology 
sheets for animals killed by design have incorrectly identified 
the specific organs and tissues to be embedded. 
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In addition to the above error, in many cases the actual num- 
ber of tissues embedded was less than the 24 (control and 
high dose) or 19 (low and mid dose) specified in the final 
Histology Lab Protocol dated 1-21-74. Specific figures for 
numbers of tissues embedded at terminal sacrifice are as 


follows: 
NUMBER SPECI- NO. OF ANIMALS 
ACTUAL ACTUAL FIED IN PRO- NOT IN ACCORD 
RANGE AVERAGE TOCOL WITH PROTOCOL 
CONTEOLS 10-24 20 |. 24 129 of 144 
LOW DOSE 12-23 19 19 19 of 72 
HID DOSE 4-24 18 19 28 of 72 
HIGE DOSE 9-25 22 24 51 of 72 
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PERSONNEL AND. RESPONSIBILITY | WC elc 
d TTTMM————————————— ۹ E : * > 
: The “names” of Df..K.S : Rao, DEI Ri btejskal, wc Dr. R.G. McConnell 
appear on the final study report,.indicating that they are the 
Spork bey of the: reporty. and. Were responsible for the study. +> 


۳9 | are: "the principal” persons "involved with study E~ -77/73 and 
their. specific. areas of responsibility: ۱ ۱ 


“a. ) Dr. Robert tee Waconnblr" - 'Director, ` Pathology-Toxicoloqgy Sec- 


۱ tion 1970 through 1974. “pr. IcConnell functioned as the Path- 
Tox advisor on study E- -71/18. ۰ He is no longer employed by 
‘Searle... s 


2.) Dr. Suryanarayana K. Rao 5 Manager, General Toxicology 
Laboratory, June 1971 until he left Searle in May of 1977. 
Dr. Rao was the Path-Tox monitor for Study E-77/78. In 
.1971 Dr. Rao monitored 30. studies; in 1972 forty-seven 
c (47) studies, in 1973 twenty-nine.(29) studies and in 
-1974 twenty-five (25) studies. 


3.) Dr. Rudolph Stejskal - Senior Research Investigator, 
Pathologist. Dr. Stejskal was responsible for the micro- 
scopic findings and.accuracy of these findings in the study 
report of E-77/78. Because Dr. Stejskal joined Searle in 
July, 1973, he had no input into the pathology protocol. 
Also, he did not examine all of the slides for this study, 
but was assisted in that task by Dr. Joseph H. Smith M.D. 


9v mero d$ KA Ret Hh Som 


4.) Dr. Joseph H. Smith, M.D. ~ Group Leader and Senior Patholo- 
gist at Michael Reese Hospital, Chicago, IL., before joining 
Searle in June of 1973. Dr. Smith examined some of the 
slides for Study E-77/78, and supervised the necropsy labora- 
tory. 


5.) Tony Martinez - Toxicology Laboratory Supervisor, 1970 
through 1973. Mr. Martinez participated in twelve (12) 
studies in 1971,sSeventeen (17) studies in 1972, and 
thirteen (13) studies in 1973. Mr. Martinez supervised 
the technicians who worked on study E-77/78 and was respon- 
sible for the day-to-day conduct of the study. He also 
performed some necropsies. 
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. 6.) David K.T.. Kie,-B.S.,Research Assistant in Pathology 
- Laboratory. He performed some of the necropsies on E-77/78. 


; 7.) Robert Spaet - Research Assistant. We also performed 
.necropsies. Esp din ۱ ۱ 


ERUDIT itemm am at ier 


8.) Bartolome R. Tangonan - Research Technician II - He was 
"involved with preparation of diet mixtures, daily observa- 
tions, weighing and feeding animals, etc. 


ewenar ep nta 


9.) Donna K. Helms - Manager, Safety Evaluation, Project Sche- 
dulinc, Reporting, and Data Storage, Path-Tox Dept. and 
Administrative Assistant to Dr. McConnell. 


edv. 


10.) Patricia Erdenderger - Research Assistant, and Histology 
Lab Supervisor. 


storita pan ARO as. 


11.) Dr. Eugene Joseph Youkilis - Senior Research Investigator.. 
He performed the ophthalmoscopic examinations in study 
E-77/7845 l 


TOR eee 


12.) Judy A. Henderson - August 1972 to present, Research Tech- 
nician III, Histopathology Dept. She vas involved with 
tissue processing on study E-77/78. 


13.) Judith R. Schmal - Hov. 1971 to present, Supervisor, Clini- 
cal Chemistry Section of Bioanalytical Laboratory. 


14.) Judith A. Beauchamp - Employed Aug, 1970 to present; 
Supervisor Hematology Laboratory since April 1973. 


15.) Barbara (Ross) Bickford - Research Technician, Quality Control 
Department. She performed analyses of DKP diet mixtures for 
study E-77/78. 

15.) Clifford J. Seul - Supervisor, Method Development, Stability 
Evaluation Laboratory. He was Barbara Bickford's supervisor 
at the time the DKP stability study was performed. 


17.) Jack Drogt - 1967 to present, Senior Research Assistant, 
Chemical Development. Mr. Drogt manufactured the 7 
lots of DKP used in study E-77/78. 

18.) Dr. John E. Dutt -~ Math-Stat. Dept. 


19.) John Hellman, Math-Stat Dept. 
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20.) Fred Hunter, Technician. 


Since the Task Force investigation in 1975, there has been 2 
major internal reorganization. The current organization of 
Worldwide Pharmaceutical Research & Development is attached 

aS Exhibit $3). The only change has been the resignation 

of Dr. Robert A. Moe, Executive Vice-President. Mr. George ` 
V. O'Bleness, Corporate Vice-President, is temporarily filling 
this position. e 1 f 


Organizational charts for Preclinical Research anā Development 
of Product Safety Assessment are also attached as Exhibits 


a. 


4 & 5. There nave been no changes in these areas to date. 


Worldwide Pharmaceutical Research and Development is respon- 
sible for research and development o£ Aspartame and is a part 
of the Pharmaceutical/Consumer Product group. The group 
President is 0.8. Parrish, who reports to James A. Buzard, 
Executive Vice - President for Operations, G.D. Searle & Co. 
The current corporate structure of G.D. Searle & Co. has been 
discussed under History of Business. 


P.T. No. 988573, 115 Week Oral Tumorigenicity Study in the Rat 
was conducted between November 1971 and February 1974. The 
final FDA’ submission was dated September 1974. Following is 

a yearly breakdown of key personnel during this study: 


1971 


Robert Moe ~ Director, Biological Research Department. 
Robert McConnell - Director, Pathology - Toxicology Section 
K. S. Rao (June, 1971) - Hanager, Toxicology Laboratory. 
Tony Martinez — Toxicology Laboratory Supervisor. 

1972 


Robert Hoe - Director Biological Research Department 
(January through April). 


P. Saunders ~ Director, Biological Research Department (May 
through December). 


Robert McConnell - Director, Pathology-Toxicology Section 
K.S. Rao — Manager, Toxicology Section. 


Tony Martinez — Toxicology Laboratory Supervisor. 
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1973 (January to June) 
ae ty co June) 


Francis Saunders - Director, Biological Research Department. 
Robert McConnell - Director, Patholoay-Toxicoloay Section. 
K.S. Rao - Manager, General Toxicology Laboratory. 

Tony Martinez - Toxicology Laboratory Sia, 

1973 (Julv to December) | 


Paul Klimstra - Director, Pre-clinical Research ¢ Development 
Department. 


Robert McConnell ~ Director, Pathology-Toxicolosy Department. 
K.S. Rao - Hanager, General Toxicology Department. 
Tony Martinez - Manager, General Toxicolocy Laboratory, 


1974 


Paul Klimstra ~ Vice President, Pr ~clinical Research & 
Development. 


Robert McConnell - Director, Pathology-Toxicology Department. 
K.S. Rao - Manager, General Toxicology Laboratory. 

D.Semler - Toxicology Laboratory Supervisor. 

A more complete listing of personnel in the Department of 
Science, from 1971-1975 is attached as Exhibit No. 64. 

This incluđes the Pathology - Toxicology Department and other 


ancillary areas. 


Curriculum vitae for individuals performing significant func- 


tions in the study are attached as Exhibit 12. 


MANUFACTURE AND TESTING OF SC-19192 
we AND isollNvo OP | 


Seven batches of SC-19192 (diketopiperazine) were used in this 
Study.  All.batches were manufactured in-house by Searle Chemist 
Jack Drogt. The lot numbers, analytical numbers, and quantities 
ere as follows: : 
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Lot Number Quantity ‘After Milling) 


TR a ae UD SOB 2G.) Be ee ee | 
ee RF n t t du Total : 1 
: Batch records covering’ the manufacture of lots iR through 58 were 
‘reviewed. Batch records for lot 6R and 75 could not be located 
by Searle personnel. Analytical reports for all seven batches 
‘were reviewed. ‘Copies ofthe batch records and analytical records 
were obtained and are attached to this report, along with copies 
of pages from Jack Drogt's laboratory notebook, and other labora- 
‘tory notébooks relating to the analysis of lots IR through 7R of 
DKP. (See Exhibits 13- 23. y 


We ی‎ copies Of three aifferent soecification sheets for 
“DKP. (See exhibits 16-18.) We could not determine with certainty 
which of the three specification sheets vas in effect at the time 

that the 7 lots of DXP used in this study were assayed, because 
only one of the three specification sheets was dated. This 
‘resulted in ambiguities for two of the parameters measured: 
melting point and identity (IR Spectrum). Specification memorandum 
dated Dec. 4, 1969 listed a melting range of 252-256 degrees 

C. Another specification sheet (not dated) entitled "Tentative 
Specification For SC-19192" listed a melting range of 241-246 
degrees C. A third specification sheet entitled "Specificetions 
for SC-19192, Specification No. C 40606C" (not dated) listed 

a melting range "at about 243 degrees C." 


For identity (IR Spectrum) the first sheet (dated 12/4/69) speci- 
fied that "The reference standard shall be considered to be 
TJT-12-32 until something better comes along". The second and 
third sheets specify that the DKP "Conforms to IR 22358". 


No data was made available as to dates, method of preparation and 
authentication of DKP. reference standards used. 


Searle attorney Roger Thies was contacted about tnis point 
Aug. 1, 1977 and said he would: attempt to obtain information 
regarding this point but later registered doubt as to whether 
anything would be found. 


We asked Searle personnel to tell us which of the specification 
sheets was valid for the DKP used in study E-77/78 We were 
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. told that the third sheet, identified with "NHo..C4060C", eent 
. hot have been used Since the number correspon?óed to a date in 
June, 1974. Uo ere cr V. db e erri 


It is hot clear as to-the exact date that the.first sheet 
` (dated. 12/4/69) was Superceded by the second óne, identi- 
fied "tentative specifications for 5C-19132" because the second 
sheet was not dated or numbered. However, Searle Attorney Roger 
Thies told;us that their "best guess". was that the sheet marked 
"tentative.specifications. for SC-19192" was the one used. 


Accordingly, we have used the specifications from the shest marked 
"tentative. specifications". for. tne following chart,. which con- 
pares the specifications with the actual results of analysis. 


DP LOTS 77 


——— 


SPECIFICATIONS IR . .2R ^ .. 38 O. AR SR: 6R + TR 
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The only discrepancy apparent in the above chart is in the criteria 
for identity. The specification lists reference standard IR =2358, 
while the analytical record for lots IR through 5R refer to 
Refererence #3701. 


Examination of the laboratory notebooks referenced on the analytical 
records revealed other possible discrepancies. For example, she 
analytical record A-9129 for DKP Lot 5R showed an assay (titration) 
of 100.0 percent. The analytical record referenced two differant 

lab notebooks assigned to two different analvsts. Examination 


u 
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- Of lab notebook AR-68 assigned to Sandra:Ann Carey revealed 
that she had analyzed 3 samples of lot 5R on 11/9/72. 

"Results of the analysis showed that sample one had an assay 

,. (by titration) of 89.70 percent, sample two, 87.93 percent 
and sample three was discarded. 


Apparently not satisfied with her results she repeated the 

assay on the same day (11/9/72) and obtained 93.23 percent 

DE (the average of 3 samples), still well below the specification - 

77'. OF 99.0 percent. The other lab notebook referenced was 

TUS AR-57, assigned to E. Aranda. This notebook showed that analyst 
Aranda performed an assay (titration) of lot 5R on 12/1/72 

the results of which were 114.83 percent for 3 samples. Apparently 

i. not satisfied with the results, he repeated the assay on 12/6/72 
and obtained 100.4, 99,9, and 99.8 percent for an average of 
100.0 percent. This result (100.0 percent) was the only one 
reported on the analytical record A-9129. 
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Wm The analytical record (A-7291) for DKP lot 4R shows a result of 
"less than 20 PPM" for the heavy metals test. Two laboratory 
notebooks are referenced: VSE-I, pages 250-263, and AR-23, 
page 269. Examination of both of these books revealed no mention 
of a heavy metals test. 
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The analytical record (A-9805) for DKP lot 6R (JDR-5-30A) also 
showed a result of “less than 20 PPH" for the heavy metals test. 
Examination of the referenced laboratory notebook (AR-77, vage 
83-86) revealed no evidence of a test for heavy metals. 


f The analytical record (A-9829) for DKP lot 7R (JDR-5-30B) again 

l showed "less than 20 PPM" heavy metals. Examination of the re- 
ferenced lab notebook (AR-93) again showed no evidence of a 
heavy metals test. 


The above discrepancies were the only ones noted with respect to 
lots 1R through 7R of DKP. All other criteria for identity and 
purity of DKP as shown in the reports of analysis, conforms to 
Searle specification sheet marked "tentative specifications for 
€C-19192". It should be noted however that none of the seven 
lots of DKP met the specifications of sheet dated 12/4/69, 

with respect to melting range. 


A stability study was initiated in January 1972, 2 months after 
the rat study (E-77/78) had begun. The objective of the study 
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was to evaluate-the stability of $C-19192(DKP) when mixed with 

Rockland mouse/rat diet and held at room temperature (73 degrees 
. F-). Two concentrations of diet mixture were tested: 3.0 $ 

and 6.0% DKP. A Preliminary analysis was performed on 

1-31-72 to test -the analytical method (T.L.C.), and recovery 

of DKP.” Assays were performed at one-week intervals on 

2-16-72, 2-23-72, 3-1-72, 3-8-72, 3-15-72, -3-23-72, and 3-29-72. 

Copies of all analytical reports were obtained and are attached 
fs . to this report, along with a copy of the protocol. (See exhibits 
Um $24-27). - "S 


We The titration method of DKP analysis was used initially, along 
۱ With the TLC method. The titration method was discontinued 

wl after the l-week analysis on 2-23-72. Thin layer chromoto- 

: graphy was used thereafter. It should be noted that the titra- 

۱ tion method was the only reliable quantification method for 

. is. DKP analysis. T no? 


Page $54 of laboratory notebook #51 (See Exhibit £25) indicated 
(from the photograph) that there was something in the basal diet 
itself producing a Spot on the TLC plate which had an Rf. j 
value corresponding to DKP. This would make quantification 1 
of DKP by this method difficult. 


Some of the photographs of the TLC plates attached to labor- 
atory notebook #51 showed no DKP reference Standards. The 
analysis described on pages 369-72 did use a DKP standard 
but those on pages 288-89, $106-107, 2144-145, and 4284- 

285 showed no reference standard. (See Exhibit 226) 

Only one solvent system was used for development of TLC plates 
throughout the study, even though it was apparent that some 
material in the basal diet was producing a spot on the TLC 
plate with an Rf. value corresponding to DKP. With the 
above method of analysis, only materials reacting with the 
potassium iodine starch reagent would be detected. Another 
Solvent system was available for TLC analysis of DKP (See 
Exhibit $19) but apparently was not used in the stability 


Study. 


It should also be noted that some of the chromatograms showed 
poor separation (day 28 on pages 1144-145, and day 35 on pages 
£156-157 of notebook $51). (See Exhibit #26) 


In general, the data described in the reports of analysis 
corresponded well with the laboratory notebooks, although the 
poor chromatograms were not mentioned in the reports of 


analysis. 
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The level "of jî TLC was-low; the = 

major impurity, àn-unknown sübstahcé, represented about 2% of 
. thé.DKP; nthe remainingdmpuritiés:were «also: low, às apparent 
U^sfró&m-thetüensitv^pf the'TLC-sbpots*tonpàared.iith 


‘A glossary of terms for’ aspartame’ and its dixetoviperazine is 
;Bttethed-as;e&hibilt-$9 “and -copies Of^5pecificstions for DX» 
. are ‘attached as exhibits 316-18. -. ^ l . 

tèsts were.performed.on-anv batches of diet mix‏ ...17 6961 ۱0:09 وله 
used in'E-77/78, and evidencevexists that homogeneity: was a‏ 
problemiyith-the DKP @iét mixtures.- Two of the :stability‏ 
Study assay reports; analytical numbers A7738 and A7733 both‏ 

. dated 2-16-72; :cóhtained the statement: "These samples were 


7. not homogeneous.. They had to be. regróund before they could be 


Sampled". The assay reports were signed by Barbara Bickford, 
a Searle analyst... e Tempter dices ی‎ SA ۱ 


We -examined the laboratory notebook 251 essigned to Barbara 
Bickford and noted that.a B 6 HW polaroid photograph of the non- 
homogeneous sample in guestion was attached to page #58 of the 
notebcok. The photograph clearly shows discrete lighter colored 
particles of diverse size and shape distributed non-uniformly 
throughout the mixture. These lighter colored particles appear 
to be distinct from tne fairly fine granular nature of the 


chow itself. 


"DES چ‎ 


A copy of this photograph was made and is attached to the report 
as exhibit #29. When questioned about the Size of the white 
Square sheet of paper in the photograph (on which the diet 
mixture was placed) Ms. Bickford and C. Seul both stated that 

it was 6"x6", when we interviewed them on 6-2-77. When the 
photograph was enlarged until the Sample paper was 6"x6" (actual 
Size) we measured the large particles (which were identified as 
DKP by Ms. Bickford) and found them to be 4 to 6mm in Size. 


When we interviewed Ms. Bickford on 6-1 and 6-2-77, she Stated 
“that she had nothing to do with the preparation of the diet 
mixtures. She said that the samples had probably been received 
from the toxicology lab and stored at room temperature. Her 
procedure was to weigh out a predetermined amount of the sample, 
and if not. a uniform powder she would re-grind it with a mortar 
and pestle, and would make a note of this in her lab notebook. 
We asked Ms. Bickford if she ever reported this lack of homo- 
geneity to Dr. Rao, and she replied that she did not. 


eara ane me 
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. 7We could not determine whether the samples assayed in the 


stability study were from diet mixtures actually fed to 


== the animals, in" spite of the fact that we were,told so by some " 
2 employees. TE os ۱ u 205 


` On 6-2-77, we interviewed Analyst Barbara Bickford and Clifford 
'Seul, who was Mrs. Bickford's supervisor at the time that the 
stability samples were analyzed (Feb. 15, 1972). Clifford 

Seul told us that the samples analyzed on 2-16-72 and described 
on page #58 of laboratory notebook #51, were obtained from the 
admixture being fed the rats on study, and not a special mix- 
ture prepared for the stability ۰ 3 


On 6-1-77 we interviewed Bart Tangonan, whose duties included 
observing, weighing, and feeding the animals, and mixing the 
diet for study E-77/78. Mr. Tangonan did not remember if there 
were any written instructions for mixing the diets but thought 
that it was mixed for a specified length of time. He said that 
if the diet appeared to need more mixing, it was mixed longer. 
He could not remember anything about the samples obtained for 
the stability study. , seces- . ; ; 


On 6-3-77 we interviewed Tony Martinez who was a supervisor in 
the Toxicology Laboratory in 1972. Ee told us that although 
the analytical report indicated that the sample was submitted 
by Dr. Rao, actually anyone in the toxicology laboratory could 
have submitted the sample. According to Mr. Martinez, the 
normal procedure in such cases was to collect a sample 

just after mixing compound and diet and then repeat this in 
four weeks. He could not specifically recall what was done 
with regard to the stability study in question, and could not 
remember whether the samples had been taken from the diets 
being fed the animals on study P.T. 988973 (E-77/78). He did 
not remember any problems with mixing, but did say that a longer 
mixing time was required at higher compound concentrations. 


A point to be considered, however, is that although the 
analytical report states that the material analyzed was pre- 
pared to contain 3.0 and 6.0% DKP, none of the diets reported 
to be fed contained these exact amounts of DKP according to 
‘the records of food concentration calculations, which were 
used to prepare the diets for study $E-77/78. (See chart 
attached as Exhibit $30.) In addition, the stability study 
protocol (Exhibit #24) specified that the test batches would 
be 1 kg. in size. If the protocol was followed, the small 
(l kg.) test batches would not have been sufficient in size 
to feed a single dose group of the animals on study. (See 


Protocol, Exhibit #24) 
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-Additional evidence of homogeneity problems was revealed when 


a former Searie employee, Raymond Schroeder, was interviewed 


25. by the other FDA team on 6-22-77 concerning teratology studies. 


E-5 and E-89. . At that time ‘ir. Schroeder volunteered the 
information that homogeneity may have been;a problem in the 
DAP diet mixtures, but not in the aspartame diet mixtures. A 


, follow-up phone.call to Mr. Schroeder was made on 7-13-77, anā 


at that time he stated that he observed the DX? diet mixtures 


being fed to the aninals, and that in his opinion, the particles 


of DR? were large enough to allow the rats to discriminate 


. between the DKP and the basal diet. (See Thomas F. X. Collins 


memos (2) dated 7-14-77 (attached as Exhibit #31). An interviey 
Was arranged for July 18, 1977 between Hr. Schroeder and members 
of the FDA team investigating study E-77/78. The interview was 
conducted at 7' - f E Pew Mr. 
Schroeder's. current place of employment. Also Participating in 
the interview by means of a conference phone were Thomas FP. X. 
Collins, end Leonard Friedman. Hr. Schroeder stated thst he 

was not certain of the date, or even the year, when he observed 
the rats being fed DEP diets. He further stated that he could 
not be absolutely certain that the rats he observed were on 
study E-77/78. He was not certain about the dose levels of the 
diets he observed, and could not remember how Many times he ۱ 
observed the DKP diets. He estimated tnat he observed the DKP 
diets "one or two times". When he vas shown an actual-size 
enlargement of the DKP diet mixture (See Exhibit £29) he stated 
that to best of his knowledge, the white particles that he 
observed were not as large as the largest particles in the 
photo, but may have been similar to the smaller white particles. 
He said that he may have mentioned the appearance of the DKP 
diets to Dr. Rao. 


Mr. Schroeder seemed reluctant to make any positive state- 
ments during this interview. Dr. Collins reminded Mr. 
Schroeder that he had previously volunteered the information 
that the DKP diets appeared to be non-homogeneous and that the 
rats could probably discriminate between the DKP particles and 


. the basal diet. Mr. Schroeder replied that he had had some 


time to think over his previous statements and now wasn't 
Sure about them. He told us that there must be people at 
Searle who knew more about the DPK diets than he dià. (See 
memo dated 7-19-77, attached as exhibit £32, which describes 
Our interview with Mr. Schroeder). 
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When we arrived-at ON 7-18-77 at approximately 
۱ . 2:40 P.M., we were. asked by the receptionist to sign a log. 
=.” =~ book. . While signing the log, we noted that a G. D. Searle 
on employee (W..R. Pool) had-signed'in on 7-15-77. W. R. Pool 
مرت‎ -WwOrks. in the Toxicology Section. (Safety Assessment Division) 

at Searle Laboratories. : i 


"During our interview, we asked.Mr. Schroeder if he had been 
contacted by anyone- from Searle during the period from June 
22, 1977-July. 18,1977. | He replied that he had not. 


We again interviewed Tony Martinez on 7-19-77, and specific- 
ally asked him if he was- aware of.any homogeneity problems 

` with the DKP diet mixtures fed the rats in study 29938573 5 

E-77/18). "Hé xeplied- that he was nct aware of any problems. 

We asked.whether any,samples of DXP had been retained by 
Searle Laboratories.: We were told that a small quantity of 
DKP remained.in the-compound file, but that it was a lot 
other than those. used in study £-77/78. Upon reauest, we were 
then shown a jar containing 4.9 grams of DKP, lot $TJT-12-32. 
Its appearance was that of a fine white crystalline material 
with a tendency to adhere to the sides of the jar. Mr. Martinez- 
said that this was the only lot of DKP remaining at Searle. 


Ue also interviewed Teratologist Alan Mitchell, on 7-19-77. 

We had previously noticed his name on one of the DKP com- 
pound inventory cards, and his name had also been'mentioned by 
Raymond Schroeder, in connection with DKP. Mr. Mitchell stated 
that he had done two teratology studies with DKP, both with 
rats, and both in 1972. In one study the DKP was administered 
I.G. (as a suspension), and the other was a dietary feeding 
study. Mr. Mitchell told us that he didn't recall any problems 
with homogeneity in the dietary feeding study. He said he 
never remixed or reground any DKP diets. He admitted, however, 
that when he prepared the diet mixtures, he first sifted the 
DKP through a hand flour sifter. 


We attempted to interview a former Searle employee, Dr. Rao, 
"after learning that hé still lived in the Chicago area. Dr. 
Rao had been in charge of the DKP stability study and was 
the monitor for study E-77/78. After reaching Dr. Rao by 
telephone on July 25, 1977 he stated that he would like to 
talk to his attorney before consenting to the interview. We 
then received a call from his attorney, Mr. John H. Bickley, 
dts, who told us that the interview would be of no advantage 
to his client, and he therefore refused to allow it. A memo 
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` of telephone conversation between J. Bressler and Hr. Bickley 
-is attached as Exhibit #33. EE 


“CALCULATING DIET CONCENTAATION & BLENDING OF TREATMENT MIXTURES 
RN > 


There were no batch records to show the quantities of DKP and 
basal diet weighed, type of mixer used, mixing time, dates, 

or names of individuals perforzing the weighing and blending 
Operations. We were told that mixing was performed In a 
Hobart mixer, and that mixing times were about 10 minutes. 
There was no evidence that any tests had been done to deter- 
mine the blending characteristics of the mixer, or to validate 
the 19 minute mix time. Fresh batches were mixed on a weekly, 
bi-weekly, or monthly basis, and batch Size ranged from 6 
kilograms to 28 kilograms during the study. 


.The concentration of DEP in the basal diet was calculated by 


the Wath-Stat Department on a weekly, bi-weekly, or monthly 
basis (based on the food consumption for the previous time 
period), and submitted to the Path-Tox Department as a Food 
Concentration Prediction record. The concentration wes ex- 
pressed as grams of DKP per kilogram of basal diet. The 
Path-Tox Department Personnel then multiplied the grams 

of compound indicated on the prediction record by the number 
of kilograms of diet mix needed to arrive at the proper 
quantities of DKP and basal diet to be blended. The concen- 
trations were calculated to yield the proper dosage levels 
of 0.75, 1.5, and 3.0 grams of DKP per kilograms of body 
weight per day, for the low, medium, and high dose groups. 
(Copies of Diet Calculation Records are attached as Exhibit 
$34). At the end of each treatment period, the remaining 
treatment mixtures were discarded and fresh batches were 
made. 


No reserve sample of either the DKP or the DKP/diet mixtures 
used in this study were retained according to Searle. 


DKP was withdrawn from:stock by means of a compound inven- 
tory card, which was filled out by the person requesting 

the material. Tony Martinez was the person that usually 
requested DKP for use in study E-77/78. We examined eighteen 
(18) compound inventory cards which accounted for 177.0 kg 
of DKP withdrawn from stock. According to our calculations 

a total of 152.81 kg of DKP would have been necessary to 
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achieve the diet concentrations and batch sizes that were 


reportedly used ‘in the study. A total of 230.0 kg of DKP 


was manufactured by Searle Chemist Jack Drogt. Following 
are tables showing the quantities of DKP manufactured, 
calculated quantity required for the Study, and quantities 


withdrawn from stock. 


QUANTITIES MANUFACTURED 


Lot 4. Quantity (After Milling) 


Li 


TOTAL 


CALCULATED QUANTITIES REOUIRED FOR THE STUDY 


Dose Group Calculated Quantity Reauired 


Low Dose Males 
Mid Dose Males 
High Dose Males 
Low Does Females 
Mid Dose Females 
High Dose Females 


. TOTAL 


S —WITHDRAHN FROWN STOCK ROE REEERE INVE: STORY CARDS) `‏ رم 
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Date Withdrewn Fro Stoek "uu prope M) 
19/29/72 - ioar ۱ ka IR 
GTI OL 4E m vitm SKA, 7 JR 

2/28/72.. us ut ۱ kg. aR 
` 3/11/7257. VIT : kg, 3R 

. -3/29/72 o N i Ka R 
. 9/11/72 LEE Pg A E 3R 
10/10/72 Kg 2R 
* KG 23 
.12/1/72 Kg 3R 
بر‎ E TT Z ka. 4R 
ATS kj SR 
Co DENT i Du nore -2R 

"^ 1/25/13 : j LKI _ 5R s 
te 3/22/73 TRG SR 
4/18/73 ka 5R 
7/19/73 a ee )5 ka SR 
8/10/73 هر‎ aes 35 3 6n 
9/7/13 i ka 6R 
11/2/73 ka 7R 

TOTAL kg 


* These three cards were not signed or dated. 


It should be noted that only two of the 18 compound inventory 
carcs specified that the DKP withdrawn from stock was to be 
usec in study E-77/78 (PT 988573). Thirteen of the cards list 
"Toxicity" or "Toxicology" as the reason for withdrawl. Three 
of the cards have no entries at all, except for the word "empty" 
(Covies of the compound inventory pars are attached as Exhibit 
228). 


The total quantity withdrawn from stock is kg in excess of 
the amount necessary to achieve the diet concentrations used 

in the study.. (Based on the diet calculation records attached 
as Exhibit #34, which we used to construct the diet calculation 
sumnary table attached as Exhibit $30). 


It is not-known whether any of the kg of DKP accounted 
for on the 18 compound inventory cards was withdrawn for use 
in studies other than E-77/78. We could find no other records 
to verify the amount of DKP withdrawn for, or used in this 
Stucy. 
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ANIMALS UNDER TEST. - "5.2.2 1s 
HNIC EM HET a. 


` Three: hundred and“ sixty: weanling albino rats, | 

, CD strain, 180.0f each. sex, -were used. The rats were 2] days 
old: when received’ from the. peg 

f -Copies of shipping labels were 


"obtained, and-are attached"as-Exhibit 210. 


-——— e ze 


The rats were housed. individually in wire Cages and were given 


8 one-week acclimation period before being placed on treatment 


at the age of. four weeks. "me 
` Rockland Rat/iouse Diet (complete), ; Was fed for 
the first 62 weeks, and {Rat Chow was used from week 63 
until the study, was terminated at 114 weeks. 


| The animals were housed in air conditioned rooms maintained at 
۰72 degrees F, with artificial fluorescent lighting at 12 hours 

` per day exposure..- To i ۱ 

The rats were divided into 12 housing groups, (6 Grounds per sex), 
30 rats in each housing group. Initiation of treatment was 
staggered over a 2 week period, beginning 11/8/71. 


Each housing group was composed of dosage grouns as follows: 


Multiples of No. of Rats Per 
Treatment Dosage Estimated Daily Housing Group Total 
Grouo gm/kg/dav Human Dosage Male . Female .Rats 
Control . 
Low 
Medium 
High 5 ی‎ 


RANDOMIZATION OF ANIMALS 


Computer-generated randomization tables were used for assigning 
the dose and housing groups (copies of these tables were ob- 
tained and ‘are attached as Exhibit $6). Each housing grouo 
consisted of 30 animals (12 controls, 6 low, 6 medium, and 
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6 high dose). Each animal was assigned a letter to designate 
the housing grouo (A through M), a cage number (1 through 30), 
a letter to. indicate dose group (C,L,M, & H), and a letter to 
: indicate sex (M or F). For example, animal A30CH would be a 


„control male, in housing group A, occupying cage number 30 
- (Exhibit #69). i 2 


Each rack (30 animals) contained a random distribution of n 


. control and treated animals. An example of a typical housing 


group is shown in the diagram attached as Exhibit 37. 


The specific problems of feeding animals housed in the above 
manner were discussed in the reoort generated by the task 
force investigation of Aspartame in 1975/1976. We will re- 
iterate them here: l i 
Housing experimental animals in this manner (controls, low, 
. medium, & high dose animals randomly distributed on the same 
rack) would greatly increase the chance of administering the 
wrong diet to the animals. The chance of error was compounded 
by the method used to feed the animals which was as follows: 
At the specified intervals, the animals were weighed, and the 
empty food jars were removed, weighed and new food jars placed 
in the cages. The new (filled) food jars were placed on a 
mobile cart in rows corresponding to dose group (See Exhibit 
$8). The cart was wheeled to the Intec Unit and piaced up l i 
ag inst it with the rows of high dose jars farthest away from 
the operator. The operator started from the upper left corner 
of the housing rack, (See Exhibit 37), removed the mylar card 
from the cage and inserted it into the Intec Unit. This printed . ng 
out the animal's identification number. A color coded card for 
dose level, also bearing the animal number, remained on the 
cage. The technician then opened the cage, removed the animal, 
placed it on the scale pan, pushed the button to register the 
weight and returned the animal to its cage. He then removed 
the empty food jar, placed it on the scale and pushed the but- 
ton to record the empty feeder weight. The empty jar was placed 
on another mobile cart provided for that purpose. The new (filled) 
jar was selected from the appropriate row according to dose level 
(Exhibit #8), placed on the scale, weight recorded, and the jar 
placed in the cage. The Card was then removed from the 
Unit and replaced on the cage. 
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This ‘procedure was repeated-for. all cages oroceeding from left 
to^fight.—It-is*impoertant Eo: note that 2۵2۵۰ ۵۶۰ the food jars 
were: identified in:any Manner, ias_to.animal' numder or dose. level. 
,*hé"posrtioniof^the-jár-on;the scarttwas the toniy means -of-identi- 
Cfyingcthesproper-dose levet. ی‎ ET DE 
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This procedure was used when ConCentraiionz were changed.. At 

. ۵0109۳۰ times, the feeder-jars were- weighed; filled with the appro- 
psiate;giet/dose;-weighed.and.replaced.in the-cage.. Ifa feed 
container. was almost. eapty, ,or-.contained feces, -it would be .re- 


Placed ‘with. anew coütainer.. توس شوه‎ geet: MRA le مس و‎ NOR 
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Wo. ving each- 
animal ware ‘used - Animals were ‘individually housed (one 
animal per.cage).and. a color-coded cara containing the cage 
nunb$r, comcoünd number} sorojéct number-t?Path-Tox Wow), =. 
‘and \Goseslevet, was attached-to:esch.cagsr:ühen.an animal. 
died during thel&tudj,.the-colbr-coGed.identification.cará. 
waS$:removed.fróm:the.cade.and accompanied the animal to 
the necropsy laboratory. l E 


ES 


Also attached to each cage was a iylar Card which identified 
the animals for the Computer System. 


At the time of death or sacrifice the animals were assigned 

a pathology number which was used to identify the animal 
during tissue processing, and on all records pertaining 

to pathology. The pathology number was a five-digit sequential 
number assigned by the pathology department. An example of 

a pethology number is 94.893. The number was etched on all 
slices as a permanent identification. 


All animals that died during the Study were assigned an 
additional number called a "Master Number". The master. 
numbers denote the chronological order in which the animals 
died during the study, by dose group. For example, CM38 
woula be the 38th Control Male -to die during the study. 
Master numbers were noted only on the gross pathology 
sheets and not recorded for all animals. Four animais that 
died during the study had no master numbers. We were not 
able to locate any other records providing the missing 
numbers. Also, tuo of the master numbers (CM28 and CH29) 
were out of sequence. : ۱ 
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A chart was made by the FDA team, which shows the animal 
number (cage #), pathology number, master number, and the 

` complete pathology history of. each animal. The chart is 

` Organized by dose. group, and is attached as Exhibit $35. 


ANTE-MORTZM OBSERVATIONS 

"Coservations For Drug Effects" records are attached as exhibits 
۶70 & 71. These records were completed on a weekly basis for 
the first four weeks, every two weeks through week 12, and every 
4 weeks thereafter. Each record lists the animals in a specific 
housing group, and entries are made for the following parameters: 
appearance and awareness, rales, eyes, motor activity sensory 
loss, urine/feces, appgetite/thirst, and tissue masses/lesions. 
There is also a space for notes, and masses are routinely des- 
cribed on the reverse side of the sheet. The top of the sheet 
has blocks for entering .the date of observations, number of 
weeks on treatment, and signature or initials of the person 
maxing the observations. It was noted that many of the obser- 
vation records were not signed or initialed. Following is a 
tabulation of the numbers of records in which the person making 
the observations is not identified. 


HOUSING 
GROUP NO. OF RECORDS NOT SIGNED OR INITIALED 
celeris سس ات‎ NE ا‎ 


(wks 80, 92, 84, 88, 93, 94) 
(wks 80, 84, 88, 92, 93, 96) 
(wks 80, 84, 88, 92, 96) 
(wks 79, 80, 84, 88, 92, 94, 96) 
(wks 76, 80, 84, 88, 92, 96) 
(wks 76, 77, 80, 81, 84, 88, 92, 93, 96) 
(wks 80, 84, 88, 92, 96) 
(wks 1, 68, 76, 80, 81, 83, 84, 88, 92, 
95, 96) 
(wks 76, 80, 84, 88, 92, 96) 
(wks 71, 76, 80, 84, 88, 92, 93, 96) 
(wks 76, 80, 84, 92, 96) 
(wks 76, 80, 84, 92, 96) 

records not signed or initialed - 


Bong ROSH UO ONU 

a [m 
با انا‎ in 00 on ن لا لب ی ما نا سا‎ O 
[nan 


TOTAL: 


In addition to the lack of signatures, it was noted that many of 
the records were not originals, but appeared to be xerox copies 
of the originals. Surprisingly, some of the xerox copies had 
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"original" initials. It was obvious that the initials had been 
. placed on these sheets sometime after the sheets had been filled 
out, and after they had been copied. 


“Some examples of discrepancies of this type are as follows: 


1.) ‘In housing group A, 25 of the 39 observation records 

l were xerox copies. with original initials. 

2.) In housing group B, 27 of the 43 observation records 
were xerox copies with original initials. 

3.) The record for week 76 of housing group A was a 
xerox copy but the date, initials, and week are 
all original.. ۱ 

4.) For week 95 of housing group K, both an original 
and xerox copy of the observation record are 
present. The xerox coby hes original initials 

-and a "B" entered in the "tissue masses and 
lesions" column. There is also an entry in the 
"notes" column for rat #K25CF. The original 
record also has a "B" entered in the "netes" 
column. All of the above entries had obviously 
been made sometime after the original record had 
been completed and the xerox copy made. 

5.) A record dated 4-27-73 for housing group il does 
not have the date entered. The observation sheets 
for animal A23LM indicate that this animal was 
alive through week 88. No observations were made 
for this animal on sheets covering weeks 92, 96, 
100, and 104, indicating that the animal was dead. 
The record for week 108, however, shows that the 
animal is alive, with motor activity, appetite, 
and thirst. The record for week 112 again shows 
that the animal is dead. 


In addition to the discrepancy noted above, there is also an 
obvious error in the dating of these records; the observation 
sheet for week 92 is dated June 13, 1973, and the observation 
sheet for week 88 is dated July 16, 1973. 


Ante-mortem observations vere also made on other types of 
records. A volume entitled "Tissue Masses and Deaths" (exhi- 
bit 265) has a record of the date that each animal died during 
the study. The deaths are recorded in two different ways in 
this volume. One record has a chronological list of deaths, 
and another record has a list of deaths organized by housing 
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group. This volume also has a "Palpation Record", which 
describes each tissue mass, and lists the date that it was 


` initially detected. 


It was noted that many of the animals in the sequential record 


Following is a tabu- 


is listed out sequence.) 


HO. OF DAYS ON TREATMENT 


out of sequence. 
that were out of sequence: 


DATE FOUND DEAD 


98-12-73 
8-15-73 
*8—-14-73 


5-6-73 
*5-4-73 
5-21-73 


10-15-73 
*19927-73 
*10-19-73 

10-25-73 

10-26-73 


11-15-73 
*11-14-73 
11-19-73 


11-25-73 
*11-18-73 
12-10-73 


6-10-73 
زد ی 

6-17-73 
*6-16-73 


7-22-73 
*8-20-73 
7-25-73 


10-5-73 
*6-14-73 


of deaths were listed 
lation of the animals 


(* indicates animal 


^e ANIMAL NO. 


EOM 
۳ 2 1 
610 لش‎ 


Ll11CM 
C1l7CH 
Al 4 4 


A24HM 
02 
E22Cü 
E29LH 
A4CH 


E26CHM 
C12LM 
L20CM 


AllCM 
Al18CH 
J19MM 


F25HF 
D21CF 
H6CF 

M12CF 


۳1 ۳ 
H22LF 
D25MF 


G2LM 
G7CH 
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The log of. animal deaths. in the "tissue masses and deaths" boo 

was considered: the-primary. data;--Animals- were allegedly record- 

ed in this book as they died. han the above Giscrenancies were 

‘pointed out ۲۵ Searle personnel, we were told by Tonv Martinez 

on 4-28-77 that this log was compiled. from the body’ and feeder 

eight gua When it uu ee ‘tire eee See oe, 
n 


Ê2 
data, or from.the ‘observation record s, ue were told m the 
primary record of animal deaths: was" the ٩. log organized by Housing 
Group in the "Tissue Masses-end Deaths" book. We were told that 
tne caàronological log of animal deaths was made by transferring 


the data. from the. log organizéd by housing group, and therefore 
the;animals being recorded out of sequence vas not significant. 


H 


We‘ then pointed out that the chronological record of deaths 
also contained the date fixed "in toto" and tha Gate autoosi 
neither of which were. found on the log organized by housing 
‘group... If the data was-ttansferred-from one record to the 
other, we wondered where-the "date fixed in toto" and "date | 
autoosied" came from. iNe posed this auestion to Searle person- 
nel end we were finally told on 4-29-77 that the "Fixed in 

toto" and "date autopsied" columns on the chronological record 
of deaths was considered to be primary data, altnougn it was 
prepared simultaneously with the pathology sheets, which con- 
tained the same data. 


Another source of ante-mortem data vas the ophthalmoscopic exam- 
ination record. Dr. Youkilis performed the eye examinations at 
periodic intervals and recorded his findings on the ophthalmos- 
copic record sheets. These eye exam sheets were eventually 
attached to the pathology records, and the results of the eye 
exam was incorporated into the Clinical History of the animal 

on the pathology sheet. 


During our review of the pathology records we noted that there 
were no eye exam sheets for 15 animals, all of which had been 
included in the individual Ophthalmoscopic Findings in the sub- 
mission to FDA (Vol. l, table 1, pages 122-133). All of these 
missing eye exam sheets were for animals that had died during 
the study. On 6-30-77 we interviewed Donna Helms, who told us 
that she would make an attempt to find the missing records. 

We advised her that Dr. R. Stejskal nad told us on 6-29-77 that 
not all of the eye exam sheets were attached to the pathology 
records, and that there may be another file of eye exam sheets 


somewnere.: 
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108 7-1-77 Donna Helms" Péborted that she had fond the missing 7 


. eye exam sheets in the 1-1 File Room in K-Building. After 


reviewing these records we foünd that a few discrepancies still - 
existed." They are as follóws: ^"... Mcr LEES E 


i. 


71.) . Tt. appears that animal J3CM on page. 125, Vol. l of - 
~ ;,the submission.to.PDA.is.in error. We .could..find 
“no-records: to substantiate the listed corneal ‘scar 
° and.haziness-for this. animal. Also, the observa- 
No tion records indicate that J3CM was still alive 
ات‎ at week 96, while: the table on p. 125 indicates ` 
_ that J3CH died at week 78. ` It aopears that the 
correct animal on page 125 should be J2CM ane not. 


2۰ ( We found eye: exam sheets for H26HF and ۰72961, vet 
‘the findings were not reported in the submission 
to PDA. MERI C eS l 


3.) There seems to be a discrepancy between Gl5CH and 
Gl2CH. The pathology sheets for both of tnese 
animals report the identical ophthalmosocpic find- 
ing, yet there is no eye exam sheet for G12CH, ' 
and only the finding for Gl8CM was reported in 
the submission to FDA (Vol. 1, p. 125). 


During our data review, we found an internal memo from Dr. 
Youkilis to K. S. Rao, dated 4-28-74. The text of this memo 
is as follows: " 


- 


A copy of the above memo is included in exhibit #72. Dr. Rao 
and Dr. Youkilis are no longer employed by Searle, 
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When an animal spilled an excessive amount cf food, this was 
noted on the observation records by means of an asterisk in the 
- "appetite/thirst" ‘column. The asterisk was also used to denote 
- food spillage :on the teletype sheets for body/feeder weight 
"Gata. The amount of. food spillage was not quantitatively deter- 
mined by the technicians assigned. to observe, feed and weigh the 
enimals, but_we were told that they made an effort to return 
spilled. food to-the food cups whenever possible. we were also 
told that food consumption data for those? rats marked with an 
asterisk on the body/feeder weight sheets was not used in 
Searle's statistical analysis of the data. 


‘The “palpation record" in the "Tissue asses and Deaths" volume 
` Shows that tissue masses were Sometimes excised fron the 
animals... The record indicates that a tissue mass measuring ۰ 
l.0cm was excised: from animal B3183F-.oH 2-10-72. The record als 
shows that a "skin incision over mass" was performed on aninals 
C22LM and G25LA4.on Feb. 10, 1972. 


DOSAGE, PODY WEIGHT AND FOOD CONSUMPTION 
nt TTT oN ONY EY LOM SUPT ICs 
DXP levels for the feeding Study were multivles of 100, 299 and 
400 times the estimated human dose. The levels in g DEP/KG body 
weight/day were 0,0.75, 1.5 and 3.0 for tne control, low, ; 
medium and high treatment groups, respectively.. The doses were 


mixed in the diet as described in Calculating Diet Concentration 
mS EE Concentration 


and Blending of Treatment Mixtures. 
SAS ending or Treatment Mixtures 


Individual body weights were recorded weekly for the first four 
weeks, once every two weeks for the next eight weeks and once 
every four weeks thereafter. The amount of food consumed was 
measured every week. An automated weighing system was employed 
consisting of an Intec balance and a teletype machine. The 
teletype produces a typewritten sheet and a machine-readable 
punched paper tape. All the typewritten sheets for the study 
were available. Xerox copies of these sheets were taken to the 
Division of Mathematics and Technical Operations Staff of the 


Bureau of Foods where the data were converted to machine-readable 


form and calculated by a computer program designed by Dennis 
Wilson, Division of Mathematics. 


In designina the computer program it was necessary to make cer- 
tain assumptions on the handling of the data. One assumption 
concerned missing data, e.g. the empty feed cups weights were 
missing for the" D" housing group at the 12th week. Dr. Ceorge 
Clay, Group Leader, CNS Pharmacology, Searle and scientific 
co~ordinator for the FDA team, was unable to determine whether 
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these animals were omitted from the food consumption calculations 
for that week, or whether the data for these animals from the llth 
and 13th weeks were averaged and the average substituted for the 
missing data. Employees of Séarle's Hath-Stat Department who 

had worked on the Program for this experiment are no longer 

with the company. Dr. Clay calculated a few o£ the figures 

from the llth and 13th weeks and stated that it appeared that 

the data had been averaged. For the FDA recalculation it was 
chosen to omit the animals with the missing weignts from the 
calculations. In several instances (For example, C group males, 
mid and high levels for the 13th week; A group males, high level 
for the 99th w2ek)}) the dietary concentration shown on the 72 1 0 
sheets did not agree with the concentration listed for that 

level in the other housing groups. Dr. Clay assured us that 

all the animals of the same sex in a given experinental group 
received the same dose for the same week on the experiment. 

He also assured us that the Searle computer program did not 

Dick up the doses from the weight sheets. In the FDA program, 

the dietary concentrations were taxen from the diet calculation 
sheets (Exhibit 534). Certain animals on the raw data sheets 

were marked with an asterisk. Dr. Clay explained that the asterisk 
indicated spillage and such animals were omitted from the food 
consumption calculations. This Practice was followed in the 

FDA computer program. In calculating the food consumption (g food 
eaten/day/ kg body weight) and the dosage (mg test compound/day/ig 
body weight), the body weight used was the weight at the end 

of the period under consideration, i.e. the current weight. 


In addition to the calculations which were included in the Searle 
submission, the FDA program included calculation of the actual 
amount of food ingested, i.e., the total amount of diet ingested 
minus the test compound, and of the food efficiency (g weight 
gained/100 g actual food eaten). The food efficiency was cal- 
culated in order to determine whether the volume of DKP in the 
diet (which exceeded 7$ of the diet for the high dose males at 
intervals during the study) was contributing to the body weight 
depression seen with DKP. This explanation of the body weight 
depression was discussed by Dr. John H. Rust, a Searle consul- 
tant, in a memo dated April 5, 1976 to Dr. R. McConnell; in a 
memo to the file dated September 30, 1974 by Dr. HcConnell; and 
in a memo to Dr. K.S. Rao dated August 29, 1974 by Dr. G.L. 
Schoenhard. (Exhibits 735-728). 


The average body weights and weight gain (8% change/week) from 
the FDA analysis of the Searle raw-data are presented in Table 1 
(Exnibit#39) which corresponds to Table 3 of the Searle submission. 
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Weights .which differ from.the.Séarle -submission. by one-(1)~ 
19۰ 0۳ more “and-weight: gains by 0:1 percentage point; or more: 
are undeérlined.-Pifteen;differences. were noted as: follows:.. 


^ Average Body: weight Discrevancies. 


e Doser CoSearle-. - - mE 
“Davs -Sex . “Level Submission “Calculated ۰ 
364 Ee OL. "353.2 í 345.1 .- 
420. M H^ E S Asa 6h $14.4*. 

“700 ^H Me 144595 04. | .579.3 
"T28. "d Ete SFA 4 . -597.2 
728: c m. 3431... | 342.2 

784 F DO ۵ و ۵ جر‎ 649 
] . Percent WHeiaht.Gain Discrepancies 

M “Dose n .".Searle.: mu 

. Days Sex Level... Submission «s. .Calculated- 

pna E WE MCN Uo a EE uo St 53203 
2h... ~ Hoc C 22.80 22.09 

-280 M ü (0.33 0.21 

"HOA F «Lb 0.16  .. 0.04 
392 F L 1.13 0.85 
728 F H 0.32 -0.18 
756 F H -0.14 0.08 
805 F C -0.04 -0.39 


The food intake (in g/day and in g/kg/day) and dosage (in mg/ 
kg/day) from the FDA analysis are presented in Table 2. This 
table corresponds to Table 4 of the Searle submission. There 
are numerous discrepancies (in excess of 80) of one (1) gram 


or greater in the food intake expressed in grams/day. Many of the 


discrepancies are probably the result of an error in the Searle 
computer program (see Exhibit #76). Through this error there 

vas a failure to adjust the food intake for the precise number 

ee dove be yain weighings for the individual housing groups. 

This programming error had been pointed out to Searle by the 

Task Force but no amendment to the Searle submission was made. 
There are more than forty discrepancies of 5 or more grams when 
the food intake is expressed in g/kg/óay. The Searle programming 
error would contribute to discrepancies in this expression of the 
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food intake. ۰ The use of the current body weight in the FDA 
analysis may also be a contributing factor. - Most of the dosage 
calculations from the FDA program differ from the Searle 
submission by 10 or more mg. The two factors of the Searle 
programming error and the use of the current body weight in the 
FDA analysis would contribute to discrepancies between the Fua 
analysis and the Searle submission. Despite the discrepancies 
the FDA analysis shows dosage levels corresponding to the in- 
tended levels of 0.75, 1.5 and 3.0 g/ka/day. The test compound 
would have to be homogeneously mixed into the basal diet in order 
for these calculated dosage levels to be actually consumed. 

All discrepancies between the Searle submission and the FDA 
analysis shown in Tables 1 and 2 are underlined. 


Table 3 presents the food efficiency (g gained/100 a actual Food 
consumed) calculated in the FDA enalvsis. There is no corres- 
ponding table in the Searle submission. Tables 1, 2 and 3 and 
the computer printout of the FDA analysis are Exhibits # 39-42, 
Statistical analysis of the body weight and food consumption 
data was made and is shown as exhibit 273. i 


ORGAN WEIGSTS ۰ 


Organ Weights were entered on the gross pathology sheets at the 
time of autopsy. We compared all of the individual organ weights 
on appendix table 5 in the submission to FDA (Vol i: pp. 222-226) 
with the original data on the gross pathology sheets. A total of 
eleven (11) errors were noted in transcribing the raw data from 
the pathology sheets, to the tables in the submission to FDA. 


The errors are tabulated below: 


Wt. Shown In Wt. Recorded on 
Animal No. Organ Submission Original Pathology Sheet 
2C? Kidneys 3۰7/5 G — 3.45 6 
dps Ven. Prostpate 747 mq. 474.7 mg. 
620 7 ` Kidneys 9,40 G 9.219 G. 
CO2HM Kidneys , 1.46 G 4.259 G 
E14HHM Kidneys 11.74 6 4.746 6 
ل‎ 1 4 Pituitary 3.0 mq. 3.3 mg. 
J30HM Ven. Prostrate 444 mg. 444.8 mg. 
Fl17CF Ovaries 36.7 mg. 233.5 & 36.7 mg. 
H30CF Liver 9.4 C 9.493 G 
B20HF l Uterus 1115 mg. 1155 mg. 


KllHF Adrenals 799.1 mg. 797.1 ma. 
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Copies.of ‘the applicable pages of thé submission, appendix: | 
table^5, with errors indicated, are attached along with copies. B 
of. the gross pathslogy sheets documenting the errors. (Sze 

exhibit 283) . =, os l 


DISEASES. 


unidentified infectious disease occurred in high incidence 
between ۰49 and 52' weeks of treatment. In both cases, the 
.control and; treated rats were reportedly affected with 

ecual frequency and Severity. The same page of the Submission 


that.10 animals had'-died in^4-Gays, becinning October 1 7 
and that more animals werê morbid. Dr. Bao reported that the 
primary antemortem symptom observed was inappetance and labored 
respiration. Postmortem examination of dead aninais revealed 
primary lesions in the lungs, and lungs exhibited patchy pneu- 
monia, according to Dr. Rao. The memo indicates that Dr. Rao 
intended to administer 10,000 units of penicillin G, intra- 
muscularly, to all the animals 2 or 3 times per day beginning 
10/30/72. A copy of Dr. Rao's memo is attached to the protocol 
(See Exhibit #77, Section I). 


The submission to FDA (Vol. l, P. 10) stated that, "to prevent 
further loss of animals, all morbid rats were injected IM with 
20,060 units of potassium penicillin C daily for 4-8 days." 


A review of the injection records (attached to Vol. A of Exhibit 
#75) showed that some animals were treated between approximately 
51 and 60 weeks, and in one instance, a high dose animal, B3HF, 
received at least 10 injections. In addition, some animals 
received 30,000 units per day (10,000 units 3 times per day) 
rather than the 20,000. units reported in the submission. 


‘The records also indicated that penicillin vas acministered to 

four rats beginning on itay 16, 1973, and continued daily through 

May 28, 1973. This third occurrence of infectious disease and 
penicillin administration was not reported in the submission to FDA. 
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‘SURVIVAL "NS 


An attempt. was:made' to construct a Survival Table using data from ^ ^^— 


the "Tissue Masses and Deaths" book. 
Ve were unable to determine the exact method used in constructing 
the table in the FDA submission. There was some survival data -in 
the "Tissue Masses and Deaths" book (Exhibit 65), but this > 
only extended. through week 109 and.consisted solely of running 
totals. According to Tony Hartinez deaths purportedly were 
initially recorded in any one of the folloving documents: 


) Body/Feeder Weight Sheets 
). Autopsy/Patholoay Sheets 
) Observation Sheets 

) Palpable Mass Sheet 


He said that animals found dead at feeding/observation intervals 
were usually recorded on the Observation, or Body/Feeder Weight 
Sheets. At other times, the death was recorded ona "scrap" 

of paper and. then later transcribed to one of the Gocuments. 

The term "Scrap of paper" was used by Searle personnel both 
during the Task Force and current investigations. No notebooks 
containing observations or deaths ever surfaced during either 
investigation. Animals killed "in extremis" were recorded 

on Autopsy sheets. The least likely source for original death 
recording would be the Body/Feeder Weight Sheets. 


Dates of death sometimes differed on the various records, mak- 
ing it impossible to determine vhich one was correct. A survival 
table was finally constructed for weeks 40-115, uSing the 
Body/Feeder weight teletype (hard copy) sheets ang dates 

on which animals no longer appeared as a base (Exhibit 68). 

In this manner, the number of days on Study was calculated 

for each animal (Exhibit 66). Using starting dates for each 
grouo, a calendar was made to encompass the entire duration 

of the study (Exhibit 67). Toward the end of the study, some 
feedings/observations were made at intervals such as 109 ۱ 
3/7, 110 6/7 and 111 6/7 weeks, so some differences are anti- 
cipated between this table and the one in the FDA submission. 
However, the final number of animals in each dosage group and 
sex do coincide. The table constructed for this report was 

on a veekly basis; that in the submission covering only weeks 
40, 46, 52, 60, 68, 76, 84, 88, 92, 96, 100, 104, 108 and 115. 
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A Life Table Analysis was performed..from. the Survival-Table' ^" 
by Dennis Wilson, Department of.Mathematics, Bureau of Foods 
(Exhibit $73). The-female control. population Giffered.from the 2 
high level population ظ‎ 0۰05: fhe male control- population 

differed from” both the medium and Highs dose levels. (p: 0.05 
-in both cases). In all cases,.the.differences re due to the 

higher.mortality level of controls. c7 NUT MC o EOM" 


a 


v 
.A 


CLINICAL LABORATORY ANALYSIS 
A. Clinical laboratory procedures... 


Hematologic, clinical chemical and urinalysis examinations are 
described on pages 5-7 of Volume ۰1-92 the ‘submission... The-same 
rats were employed for all clinical laboratory examinations ~~ . 
throughout the study. In cases where"one of these rats died - ۱ 
during the study, another rat chosen Erom a; corresponding. group 
was substituted. A ۱ E Ae ARG a 
The following hematology parame 
days 42,92,189,364,547 and 734: 
RSC, total WBC, differential WBC 


E measured at treatment. 
t, hemoglobin, total 
otnrombin time. ^^^ 


The following clinical chemistry (serum) measurements were made: 
pyruvic transaminase (days 42,92,189,364,547,736), glutamic 
oxaloacetic transaminase (days 41,92,189,364,547 an@ 734), 
alkaline phosphatase (days 42,92,189,364,547,734), total 
bilirubin (days 42,92,189,364,547,734), blood (Serum) urea 
nitrogen (days 42,92,189,364), total cholesterol (days 42, 
92,189,364,734), L-phenylalanine (days 42,92,189,364,547,734) 
sodium (day 734), potassium (day 734), calciun (day 734), 
protein electrophoresis (day 734). 


The following urinalvsis (2 hour collection) measurements were 
made at days 42,92,190,364,547, & 734: specific gravity, pH, 
occult blood, protein, bilirubin, microscopic on sediment, and 
phenylketones; glucose and ketones were determined at days 
42,92,190,364, & 733; . urobilinogen was measured at day 42,190, 
364 and 547. 


76 noted that some of the data sheets for urinalysis had errone- 
ously labeled the phenylketones test values as "phenylalanine" 
(sée exhibit £84). 


Some cholesterol and BUN determinations were carried out which 
were not described in the submission to FDA. They were as 


follows: ۱ 


D 


Div. G.D. Searle & Co. 
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Serum Dal bsEsrol.determénations were done at days 796 & 798 
sl eesding), but not’ included in the: submission to. 


PERG. proto ge o 
“ations, iñe 
` formed . 


ing ‘serum cholesterol, were to have been per- ` 
: a FR Trmination. The Submission to FDA (Voi. 1 p. 286) 
Uas Hore Qo ionificant decrease in serum cholesterol that 


vas OEE Sakonptible مر‎ the.end of the study, and 


ja; indicated that clinical: chemistry étciuiril 


th "Eo aA related to compound edministration. Therefore, 
ie OM LC tat data may have.been important. (Copies of these 


data Were Stained end.are attached as exhibit fg. 


‘ations were done at Gay 516 but not reported in 
‘in to PDA (see exhibit 277 Section V). 


Serum "Rss Ales s wars also done Gh day 546 and not reported 
in the St ره و دا اس‎ (see exhibit 277). These determinations 
Vere NIC aep for females, and only for a few animals, repor- 


to insufficient quantity of sample. 


BUN's wera 
mission. 
735. 


"lso done on day 735 and not reported in the sub- 
Thin data was not complete for all animals at day 


Acditiona animals (other than those designated) were bled at 
the regular], Scheduled times and determinations were made. 
These 9eterminations were not reported and we could not 
determine why the animals were bled. (See Exhibit 777) 


A list ٩۰ parsons involved with lab analysis along with 


their "*Punnibilities and duties is as follows: 

Judith R. unma - Nov. 1971 to present, Supv., Clinical 
Chemistry Fection of Bioanalytical laboratory. 

Judith A. 


1 z 'enuchamp - Supervisor, Hematology Laboratory 
April 16 ۷ يب‎ present. | 
Denise Peak ing - Supervisor Hematology laboratory until 
April, liy; (no longer employed by Searle). 


. (terminal: 
: EDA. 


. May havê ۰ 
Section V>. 


BUN deter, 
the submit 


. tedly due 


Eus er 1 es 
| JSA/DNE/JT/L&. PRHA E -45 . Searle Laboratories 


EN 


2) 


ae 


4) 


5) 


B. 


1) 


3) 
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Bart Tangonan 
Tony Martinez 
David Kie 
Robert Spaet 


The above four persons in the toxicolocy department yere involved 
with assembling data for clinical chemistrv and nematolocy 
determinations for April 1973 to Feb. 1974. 


Joyce Schulmann — performed urinalysis anā hematology determina- 
tions from April 1973 to Feb. 1974. 


Philip Huellner - Technician in Path-Tor Dept. July 1970 till ena 
of study. 


Janet Praal - Technician, prepared individual work sheets for 
urinalysis. No longer emploved by Searle. 


C. The following employees were interviewed regarding clinical 
lab procedures, and methods for recoráing clinical la 
Gata. 


1) Bart Tangonan on 6/1/77 regarding the recording of data, 


2) Judith Beauchamp, on 6/2/77 regaróing hematology and 
urinalysis. 


3) Judith Schmal, on 6/2/77, 6/7/77, and 7/29/77 regarding 
clinical chemistry. 


4) Tony Martinez, on 6/3/77 regarding urine and blood col- 
lection, and recording of data. : 


5) Jane Drury, on 6/7/77 regarding electrophoresis. 
Accounts of these interviews are attached as exhibits $47—54. 


D. Other Documents and Procedures Used to Authenticate Clinical 
Laboratory Data values in Submission were as follows: 


1) One loose leaf volume entitled "SC-19192: 104 Week Oral 
Toxicity Study In The Rat. PT - 988573 Protocols, Organ 
Weights, Dosage, Hematology, Urinalysis, Blood Chemistry, 
Protein Electrophoresis." The volume was subdivided into 
sections according to the above parameters. The indivi- 


EIR- 4/25/77 to 8/4/77 (oo -48- Searle Laboratories. 
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qual pages (see Exhibit’ 377, "section YX for example) i 
“are. composed of forms containing the appropriate 
measurements and units printed on the left side of 
he page-onto which data on "sticky back sheets" cor- 
. responding tofzeach:of these measurements were pasted oU 
in columns representing.the various time periods. 
These pages, in addition to other information, were 
headed by the’ identifying: number of the. rat for TM 
: which the measurements were made. The information on^the 
هه‎ back sheets (see Exhibit $77, Sec. IX) vas copied 
(hand written). from laboratory. notebooks, i 
. sheets, Autoanalyzer Charts, teletype sheets (on 
“line data generated by analytical instruments) ۱ ۱ 
~ ‘OF computer. printouts- (containing. raw and calculated data 


"resulting from on. Tine’ or off line input data from 
instruments) by individuals of Geheral T xicology : 
Section. {ses interview. with. Bart Tangonan). Many of 
"the pages were» initialed."BRT". (apparently by Bart 
HEN Tangonan). Host of the final values transcribed into 
the sticky back sheets resulted apparently from calcula- 
tions made directly by the analytical instruments 
or by external, computer using the appronriate stored 
equations and data for the reference standards. 


2) Since the values appearing in the volume referred 
to in the above section were copied from other sources, 
an attempt was made to verify these values by examining 
the information in these sources. No attempt was made 
to recover the teletype sheets, or computer printouts 
which we were told were no longer available or could 
not be recovered (see interview with Judith ۰ Schmal, 
Exhibit £54). All laboratory notebooks that might 
contain the original data were requested. Notebooks 
dated prior to the dates of the DEP Study were excluded. 
The appropriate laboratory notebooks were then identi- 
fied by BA numbers which were listed on the top sections 
of the sticky back sheets included in the volume referred 
to above. Examination of these few laboratory notebooks 
revealed only a very small amount of data which could 
be used for additional verification of the values in 
the submission. It was necessary to obtain the consul- 
tation of Judith Schmal to clarify the System used 
to relate the values in these books with the correspond- 
ing rat and period of time of bleeding. The following 
notebooks, as designated by information on the front 
covers, were examined: 


4/25/77 to 8/4/71 -49- l ' Searle Laboratories 


EIR 
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Lab. notebook ZN-26375 (hematology), 25 June 71 to 
IAAT, 7-09 pa | 


Lab notebook #127133 (phenylalanine), 10/8/71 to 4/21/12. 


-*Lab notebook #113239 (cholesterol), dated 5/1/72. 


*Lab notebook #17, BA 20007118926 (SGOT), 12/27/71 to 
2/25/72. 9 77 8 ol E | ان‎ 


Lab notebook 7126472 (phenylalanine), 4/21/72 to 6/8/72. 
Blue Book #1591, identified "JF VON - 70" (hematology). 


Columnar book #21, identified “JF vox 27" (Differential 
cell counts). 

Spiral notebook identified "JABEA-g" (coagulation; 
prothrombin) dated 7/23/71. 


*Spiral notebook $16, (SGOT), 8/27/71 to 12/18/71. 


1) 


2) 
3) 


4) 


5) 


9) 


*Those books (3,4, & 9 above) marked with an asterisk provided 
us with no useable data, because a formula or Standard curve ` 
(no longer available) was necessary to convert the data. 


Cories of the applicable pages from all of the above notebooks 
were obtained, and are included in exhibit #77. 


The following data were cross checked against available data 
from original entries (in addition to being checked against 
transcribed data on "sticky back sheets" in bound volume) 


Hematology - Erythrocytes: 


Treatment days 42,91,364 & 546, Males and Females. 


Hematology - Leucocytes, WBC: : 
Treatment Days 42,91,364, & 546 Males and Females. 


Hematology - Leucocytes, Differential: 
Treatment Days 42,91,189,364, & 546, Hales and Females. 


Hematology - Coagulogram, Prothrombin Time: 
Treatment Days 42 & 91, Hales and Females. 


1. 


2. 
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.9. Phenylalanine: 


Treatment Days 42,189 Males ana Females, Day 91 Males. 


methods described on Pages 5-7 of submission Volume i 


7, 1977 in response to recuests for clarification of the 


'in regard to analytical methology instrumentation, and 


processing and recording of data, 
1) Glutamic Pyruvic Transaminase. 


Reference: Russell, C.D. and Cotlove, r. (1971). 
Clin. Chem. 17; 14 ۱ ۱ 


The reference describes a coupled reaction U.V. assay for 

Serum glutamic oxaloacetic transaminase in which malic 
تسه‎ miro transaminase HE E 

dehydrogenase is used. 

——MÀM— M Ü——— MÀ. 


AS described by Judith R. Schmal (June 7, 1977) qlutamie 
pyruvic transaminase was assayed by a methoG adaptea from 
Sigma Kit Technical bulletin 7410 - U.V. using lactic acid 


CGehydrogenase. 


2) Glutamic Oxaloacetic Transaminase 
Reference: Same as in (1) above. 


As described by Judith R. Schmal (June 7, 1977), from Novem- 
ber 1971 to March 15, 1972 a manual colorimetric method 
(Fermco Kit) was used (employing dinitrophenylhydrazine). 
From March 15, 1972 the method used was adapted from Siama 
Kit, Technical bulletin £410 ~ U.V. using lactic acid 


dehydrogenase. 
L—udrogenase 


3( Blood (serum) urea nitrogen. 


Reference: Marsh, (Marsk in Submission) Walle, Pingerhut, 
B. and Miller, H. (1965). Clin Chem dl, 624, 


The referenced method calls for reaction of urea with diacetyl 
Monoxime in the presence of thiosemicarbazide and ferric 
ions in a relatively veak acid solution. 


EIR 4/25/77 to 8/4/17] بویت‎ Searle Laboratories 
JSA/DME/JT/LF . l i Div. G.D. Searle & Co. 
Skokie, Illinois 60076 


As described by Judith R. Schmal (June 7, 1977) the method 
used from November 1971 to February l, 1974 was adapted 
from Fermco Kit Bulletins #20 and 20-1. Urea is hydrolyzed 
to ammonia and carbonic acid in the presence of urease. 

Ammonia is detected by the Berthelot reaction to produce 
indophenol. From February 1, 1974 the "direct serum method" 
modified from the method of Marsh et al wes used. 


4) Phenylalanine 


Reference: Hill, J.B., Summer, G.K. Pencer, M.W. and Resz 
N.O. (1965) Clin Chem 11, 541 


From Nov. 1971 to about September 1372 there is no documenta- 
tion in file as to method used. From about September 1972 
the method used was a flurometric determination in the pre- 
sence of ninhydrin and l-leucyl-l-21lanine as adapted from 
McCaman and Rubins. (This is a manual method modified for 
automation by Hill et al - reference above) (Judith n. 
Schmal, June 7, 1977) : 


5) Calciun: 


Reference Pybus J., (Pylrus in submission), Feldman, F. d 
and Bowers (Borrers in submission) Jr., G. N. (1970) Clin. 
Chem. 16 (11 in submission), 998. : 


The referenced method involves the measurement of total cal- 
cium in serum by atomic absorption spectrophotometry. As 
described by Judith R. Schmal (June 7, 1977) from November, 
1961 to February 1974 the procedure used was a colorimetric 
procedure using Corinth dye as adapted from Kingsley and 
Robnet. From May 21, 1973 the method used was atomic adsorp- 
tion spectrophotometry, as adapted from Pybus et al 
(reference above) 


6) Total Cholesterol 


Reference: Levine J. S., Morgenstern, S., and Vlastelica, 
D. (1968). Automation Anal Chem. pp 25-28, Technicon 
Symposia 1968. 


Ve were unable to check the above reference because of diffi- 

culty up to now in obtaining a copy of the publication, but eas 
shown below two different procedures were employed to measure 

total serum cholesterol at different times during the study 
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. (Judith n. Schmal, June 7, 1977). From November 1971 ta - MEL 
-July 2, 1973 the method involved ‘reacting an isopresanol 
extract of serum with ferric Chloride-tmodifiea from Block; 
Tirret.and Levine: From July 2, 1973.the method uSed was a 
.-. direct sSerum.method. using a modified Liabarman - Burchera 
reaction, ... idm i ۱ ۱ ` 


es‏ موه 


t 
۶ 


v,‏ هو HERR‏ هر 


i 
tt 
H 


T) iueose l = M | : 


an pa chon 


Reference: Frings, C.S.;, Batli 


LEE cle 
(1959) Advances in Automated Analysis l, 73 . : h 
This reference was not checked (because or difficulty up 3 
to now in obtaining a CODy of the Publication) But. as. shown ۱ 
below two different procedures Were endloyed to measure . 
» Serum glucose at different times during the Study.(Judith ۳ 
R. Schmal, June 7, 1977). |. MP Pe n ld 
Prom November 197) to October 16, 1972 the method. vas a i 
glucose oxidase Getermination (modified Gertrude Acrow) : 
using protein free filtrates. Fron October 16, 1972 the : 
method was a direct Serum O-Toluidine reaction as moóci- 


fied from Prings, Ratliff and Dunn. 


In the case of four of the above Parameters (glutamic Pyruvic 
transaminase, glutamic oxaloacetic transaminase, blood urea 


Part of the study than was indicated in the Submission. For 
one parameter (phenylalanine), there was no documentation as 

to the method used for one period of the Study and for two 
other parameters (total cholesterol and glucose), two different 
methods were used for each of the parameters while only 


Alkaline phosphatase was measured generally as referenced 
in the submission (McComb, R.B. and Borrers, G.N. (1972). 
Clin. Chem., 18, 97 in that the method involved measuring 
the production of p-nitrophenol from p-nitrovhenylphosphat 
However Starting July, 1973 there was a “re-optimization of 
reagent concentrations" (Judith R. Small, June 7, 1977). 


The above changes in procedure could conceivably result in dif- 
ferences in the apparent absolute values for the concentration 
of the substances measured. Changes in the method of Conver- 
Sion of raw data to calculated values as was done in the 
Getermination of sodium and potassium by atomic absorption 
Spectrophotometry during different Periods of the Study, 
(Judith R. Schmal, June 7, 1977) could also possibly produce 
differences in final values. 


an 
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In an interview with Judith Schmal on June-2, 1977, she dia State 
ia response to a question that two levels of "Serum Controls" were 
used in each run to check the method and instruments and that the 
data was not reported if the values were more than two standard 

. Geviations greater than that for the exoected values. l 


No evidence was obtained that any attemots-wers nade to determine 
vnether or not DKP could interfere with any of the clincial lab- 

. oratory tests conducted. For that matter no information was made 
available to us as to whether DK? itself o 
5 É 


ated compounds did 
appear in the blood or the urine of rat $t containing this 
compound, l 


1 

i 

Neither, as a result of interviews held or reference to available 

laboratory notebooks were we able to obtain information helpful 

in explaining the unusually low values for BUN for the control 

males at treatment days 153 and 364 and For all “created male 

groups at treatment day 364. Wo raw labora 

to this could be found and May heve been recorded on discarded 

teletype sheets referrod to previously. In reference to the 
a.uss, Page 29 cf the submission contains the following 

Statement: "BUN values for the control males at treatment 

day 189 were unusually low and may possibly be related to 

a technical artefact; as a result, the group mean values for 

all treated males at this interval were significantly higher 

but, in fact, these values were in the normal range. BUN values 

both in control and all treated male groups at treatment 

day 364 were unusually low; this again reflects a possible 

technical artefact." 
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F. A total cf 21 disparities between individual clinical 
laboratory analysis values appearing in the submission 
Volume I end those values appearing in data sheets and/ 
Or laboratory notebooks were found (Table 4). oF these, 
l7 were in hematology, one in clinical chemistry and three 
in urinalysis. As a result of a discussion with Robert 
Bost, it was apparent that some of the hematology 
discrepancies may have resulted from Searle personnel 
mistaking recorded instrument readings for calculated 
values. In two cases no value or Crossed out values 
appeared in the laboratory notebooks while values were 
found entered onto the appropriate places in the data 
Sheets. For animal number AÜ01HN and treatment day 546 
four discrepancies (hematocrit, hemoglobin, RBC and WBC) 
were noted. 
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The mean and standard errors -for the. three dose levels and 
the. controls for the various measurements. using the values 
in the Submission Volume I 9r values noted in the data sheets 
(where these values differed from those. found in the submis- 
Sion) were calculated by the Divisiom of Mathematics, FDA, 
Also supplied were the results of T-Tests comparing. the con- 
trols to the treated Sroups. See memo to Leonard Friedman . 

: from Dennis ‘Wilson, dated July 20, 1977 with attached Tables 
„l and 2 (Exhibit 287). B 


A total of 49 disparities were found, which were comprised of 
6 means, 23 standard errors and 20 significant differences, 

AS stated in. the memo,.in all cases where there is a disparity, 
it appears to be due to differences in the data. 


Calculations were also carried out for cholesterol data found 
in the data. sheets but not reported in the submission. ۰ As 
shown in Table 5 the mean values for the medium ang high 
level treated females and the high level treated males were 
Significantly lower then the mean values for the respective 
controls. To illustrate the possible significance of these 
changes and disparities between the values calculated by 
Searle and FDA for the cholesterol data at the other time 


cholesterol, particularly at the two highest dose levels EET 
and for the female rats. 


Because additional disparities were recently noted in 

individual hematology values after these Statistical 

computations by FDA were completed (due to the discovery 

of additional laboratory notebooks), an addendum to this l 

report regarding the statistical disparities reported here 
. ۷111 be forthcoming. 


Searle Laboratories 
Div. G.D. Searle & Co. 
Skokie, Illinois 60076 
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TABLE 5 


gee? TOTAL SERUM CHOLESTEROL . (MG/DL) 


TREATMENT 42 92 189 364 734 798 
GROUP i io i NE ۱ oe 


XS 
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GROSS PATHOLOGY. 


The'pathologists.reponsible. for the microscopic examination ^ 
(Rudeolph,.Stejskal.and Joseph. Smith) did not perform the necrop- 
sies. Necropsies were. performed by Tony Martinez, David Kie 
. end Robert Spaet, with 'the- two pathologists available for con- 
sultation. >` E c0 LAU p A ۱ یفن‎ ۱ 
` The submission to FDA (Vol i, p. 7) reoorted that "Rats found 
deed during the study were autopsied immediately vhenever 
possible. In cases where the necropsy could not be performed 
promotly, the thoracic and abdominal cavitites of dead rats 
: were opened and the entire-animal was immersed in neutral 
buffered formalin fixative: for subsequent gross examination 
and dissection". i v 

A 4 F 4.3 "TN r " 5 ۰ 
Our examination of gross. pathology records showed that 98. 
Of the.196 animals that died during the study were fixed in 
toto and autopsied at some later date, in some cases nore 
than one year later. l ; 


A total of 20 animals were excluded from the study due to 
excessive autolysis. Of these, 17 had been fixed in toto 
and autopsied at a later date. Following are the twenty 
animals excluded from the study: 


Animal No. Date Found Dead Date Autopsied 
C21CH 7/3/13 1/11/74 
Gl6CM 9/21/73 1/11/74 
G18CH 8/11/73 10/4/73 
G26CH *e/2/73 1/11/74 
J2CH 5/21/73 1/11/74 
J5CM 10/30/72 11/8/72 
L10CH 3/29/73 1/11/74 
Ll15CA 9/9/73 1/11/74 
L21Ci 4/13/13 1/11/74 
LllL 5/6/13 1/9/74 
A1 44 5/2/3 1/9/14 
:G28HM 1/5/74 1/7/14 
:025M 5/24/13 5/24/13 
A3HM 6/17/73 1/9/74 
Cl15HH 1/7/74 1/7/14 
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Animal No.: ^ Date Found Dead © ^" Date Autopsied 
G138M ` 7/25/73 **1/9/74 
H24CF > n . 4/29/73 ` : 1/11/74 
DAHF | 000270373 - ۱ 7/11/13 
DI6HF i ۱ ` 4/2/73 : - ,. 1/8/74 
F6HF 200 1/5/74 00/7/14 


E Although the date found dead was listed as 4/2/73 on the 
gross pathology sheet, the "Tissue Masses & Deaths" book 
listed this date as 4/1/73. 


** Although the date found dead was listed as 1/9/74 on the 
gross pathology sheet, the "Tissue Masses & Deaths" book 
listed this date as 7/25/13. pos i 


The gross pathology sheet for one of the above animals, 
F6HF, described a tissue mass measuring 5.0 X 4.5X2.5 cm. 
This tissue mass was first observed on 8/24/73 according 
to the pathology sheet (Exhibit #79), the observation 
records (Exhibit #70), and the palpation record in the 
"Tissue Masses and Deaths" book (Exhibit 265). The sub- 
mission to FDA (Exhibit #85) reported no tissue mass and 
the animal was excluded from the study due to marked auto- 
lysis. 


In addition to the above twenty animals that were excluded 
from the study, many other animals exhibited marked auto- 
lysis. For example, D27LF, M25CF, and Hi2Cr are all des- 
cribed grossly in the submission to FDA as follows; "all 
organs examined grossly were markedly autolyzed". 


Records for approximately 30 animals showed substantial 
differences between gross observations on pathology sheets, 
vhen compared with the individual pathology summaries sub- 
mitted to FDA. Following is a detailed comparison of ten 
of these. (Copies of all the gross pathology sheets, and 
the pathology summaries submitted to FDÀ are attached as 


Exhibits #78, #79, and $86). 


A2CH. 


Submission to FDA: 


Lung — Focal adhesion 
Adrenal - Moderately enlarged 
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All other organs examined grossly were unremarkable. 


Original Pathology-Shset: 
Pituitary - Missing = 2M ی‎ os 
Lung . 7 Left, mid-portion adheres to thé medial area of 
C .the rib.cage by a "fibrous" type of tissue. (Sub- 

i mitted together with relevant portion of rib cage}. 


Right,.Dost-caval lobe has undergone consolidation. Contains 
grayish-yellowish nodules measuring 2 X 2 mm. (Entire lung 
Submitted in toto) ` JE C a 


_Lympn Nodes, Pancreatic + Slightly enlarged 


Aürenal. - Left, moderately enlarged. Right and left, covered 
n "With tiny yellow Spots measuring:1.0 x 1.0 - 
"210.3 200 am. M MEE ۱ 

111689 ۰:  . Rough Surfaces, bilaterally. Left - dark brown spots 


"COvering the serosal surface measuring 1.0 X 1.0 mm. 
Lymph Nodes, Mesenteric - moderately enlarged. 
hass - previously described on 8/20/73 has since then regressed. 
Prostate - Marked atrophy, all lobes 
Seminal Vesicles - Marked atrophy, bilaterally 
All other Organs examined were grossly normal and unremarkable. 
Hl5CF 


Submission: 


Jammary gland - subcutaneous mass located in mid-thoracic 
region measuring 7 X 6 X 2.5 cm. 


Urinary bladder - papillary growth in the lumen. 
'All other organs examined grossly were unremarkable, 
Original: 


tass 31 - Previously described in the left inguinal region 
on 2/9/73 has since then regressed, 
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Masses 32 & 3 - Located in the mid-axillary-cervical regions . 
i ‘are all one mass now measuring 7.0 X 6.0 X 2.5 cm 
and.-may be described aS.irregular in shape, multi- 
7 ETE nodular, smooth-surfaced, non-glistening, | e 
No Spinal Cord: yellowish-purplish in color, non-adherent to th 
“VL. .c7 underlying muscle and containing a whitish-yellowisn 
--firm tissue within. (Submitted in toto together with 
x l remainder of tissue), à ۱ 


پم 


Heart . - Left Ventricle - dilitation and walls thin. š 
Spleen — Slightly enlarged. 

Liver, | -= Prominent lobular architecture. 

Adrenal’ |^ <= Left, slightly enlarged. Right, unremarkable. 
Ovary  . - Right, small cyst measuring 4.0 X 4.0 mm and 


: | . ." distended with a clear yellow fluid. 


All other. organs examined were grossly normal and unremarkable. 


GLOLU 


Submission: 
ae Z 
“ 


Testis a Marked atrophy, unilaterally. 
C gianey } Moderate enlargement, mottled appearance, bilaterally. 

Snrail-ànd large intestine exhibited moderate autolysis, no sections 
Submitted. 


All other organs examined were grossly unremarkable. 
Original: 


Hass which was initially palpated on 2/9/72 (86 days Rx) 
in the left inguinal area was actually the left testis whicn 
ascended and went thru weakened left inguinal ring into the 
subcutaneous area. 
Le SN 
Testis Left (ascended) appears atrophied (submitted in toto). 
j - Moderate, diffuse and uniform enlargement, mottled, 
bilaterally (submitted in toto). 
Small and large intestines are moderately autolyzed (no sections 
submitted). . YON ۱ 
Thyroid- Moderately enlarged, bilaterally. A 2 mm in dia., dis- 
crete, Sl raised, moderately firm yellowish-grey lesion 
is located in the posterior tip, bilaterally. (Thyroid 
submitted in toto wrapped in a lens paper). 


All other organs examined were grossly normal and unremarkable. 
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: Submission: ` 


Kidney. Mottled appearance. 


. Tos sie. رس‎ Marked atrophy, bilaterally... 
l rostatê — Marked atrophy . BE 

peu 

SAL 


Her organs examined grossly exhibited-nzarked autolysis.: 
Original: 


Adrenal .-' Pale yellow, bilaterally `.. AE a pom, 2 
Kidney .- Pale yellow, bilaterally, rougà-surfaced, bilaterally, ` 
^ -moGerately -autolyzed, bilaterally, ‘tiny. spaces. in the a 
IER cortex region measuring about هرز‎ in diameter,” bilat- -X ` 
7: “° erally. ۱ di E c E D EM WE: E 
( Testes ) - Marked atrophy, bilaterallv, marked. autolysis, bilaterally. 
Prostate ~ Marked atrophy, all lobes "E BT on » 
Semihal Vesicles - Marked atrophy, bilaterally 
Spleen - Marked autolysis 
Pancreas - Marked autolysis i . ۱ 
Stomach  - Marked autolysis.  Aglandular portion - nunerous, tiny, 
pitted ulcerations measuring 1-24 mm in diameter. ۱ 
Lymph Nodes, Mesenteric - Marked autolysis 


heart ^| - Wall of left ventricle thin 
Lung - Consolidation of all lobes. 
Brain > - Marked autolysis 
Pituitary- Marked autolvsis 
Liver - Marked autolysis 


All other organs examined were grossly normal and unremarkable. 
Ml7LF 
Submission: 


- Marked enlargement. 

Markedly enlarged and hyperemic, bilaterally. 

Hass l, located subcutaneously in left axillary 
region, measuring 3 X 3 X 2.5 cm; mass 2, located 

. subcutaneously adjacent to mass l, measuring 3 x 2 
X 1 cm; mass 3, located subcutaneously in the right 
axillary region, measuring 2.5 X 2 x 1 cm; mass 4, 


Pituitary 
` Adre 
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‘located subcutaneously in the left inguinal’ region, 

measuring 3 X 1x 1 cm; mass 5, located subcutane- 

ously inthe right -inguinal region, measuring 2 X  ': 
1.5 X 1 cm. ۲ ۲ : je 


2 Sese Stgans examined grossly were unremarkable. 
‘Original i 
ی‎ “appears markedly hyperemic ۱ 
. . , Exhibits numerous minute greyish Spots on the serosal 
۳ so Surface bilaterally. ` It appears markedly enlarged. 
Mass (I$ Bx i : HOME " : 
i : -A3X3x2.5 cn. spheroidal, multinodular, ellowish 
white, slightly firm mass located subcutaneously in 
"he left axillarv area. Mass non-adherent to the sur- 
b A egee aano eea ` . s 
/ *"ounding muscles or tissue (submitted in toto). 
Wass (2 


Th FISK 2 X 1 cm spheroidal, smooth, yellowish white 
 Titm mass located subcutaneously and adjacent to the 
above described mass (Submitted in toto) mass non-adherent 
Lo the Surrounding muscles or tissues. 
Hass (31. A 2.3 X 2 X 1 cn irregularly shaped, multinodular, yel- 
lowish white, firm mass located subcutaneously on the 
TE. axillary area. Mass non-adherent to the surrounding 
muscles or tissues (submitted in toto). 


Mass (di. A 3 X 1 X 1 cm elongated, multinodular, yellowish white, 
firm mass located Subcutaneously on the left inguinal area. 
Nass non-adherent to the surrounding muscles or tissues 
(submitted in toto). 


Hass uon dw 1.5 X 1 cm flat, multinodular, yellowish white, firm 

"ass located subcutaneously on the rt. inguinal area. Mass 
""n-adherent to the surrounding muscles or tissues (sub- 
"itted in toto). 


All otha, "tgans examined were grossly normal and unremarkable, 
CINM 
Submissic.». 


"l^! ked enlargement with yellowish discoloration. 
"erked atrophy, bilaterally. 
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. “Tissue mass located subcutaneously in the right inguinal area 
measuring 2.5 X 2 X 1 cm. “ae : 


All other: organs examined grossly were unremarkable. 
. Original: 


Hass - Previously described on 12/9/72 and located subcutan- 
eously in the right inguinal area now measures 2.5 X 
2.0 X 1.0 cm and may be described as smooth-surfaced, 
purplish-vellowish in color,.non-glistening, firm, 
multi-nodular, non-adherent to the underlying muscle 
and containing a firm yellowish-whitish tissue. (Su5- 
mitted in toto together with a portion of the skin and 
underlying muscle with remainder of tissue). 


Heart - Left ventricle has undergone a moderate amount of dili- 
tation. Wall, left ventricle is thin. - : 

Liver - Prominent lobular architecture, . 

Lung ~ Right, sost-caval lobe-consolication. 


Kidney - Markedly enlarged, yellow and rough-surfaced, bilaterally. 
Dilitation of the pelvis. ۱ 

Adrenal- Covered with tiny yellow spots measuring l mm in dia- 

“~~\ meter, bilaterally. 

; Testes ;- Marked atrophy, bilaterally. 


er M Organs examined were grossly normal and unremarkable, 

Tiss. Trimming - Nodules discovered immediately posterior (2.0 cm) 
to the pyloric portion of the stomach within the 
adipose tissue.  Nodules may be described as firm, 
yellowish brownish in color. Non-glistening measur- 
ing 1.2 X 1.0 mm to 4.0 X 4.0 mm. 

E27HMM 

Submission: 


Lung - Hoderate diffuse hyperemia. 
Eye - Opaque cornea, bilaterally. 


All other organs examined grossly were unremarkable 
.Original: 


Lungs - A11 lobes exhibit moderate diffuse and uniform hypermia. 
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‘Kidney - Moderate autolysis. 
Eye. - The entire cornea is opaque, bilater ally. 
Spleen - Moderately' Sutólyzed. 
Stomach- Numerous 1-2' mm. ‘hemorrhagic ulcerations are located. 
on the glandular mucosa. Entire small and aki in~ 
; testines are moderatelv autolyzed. 
Brain & Pituitary - Moderately autolyzed. 


All other organs rer were grossly normal and unremarkable.. 


2 1 


All organs examined were grossly.unremarkable. 


Original: 


Ss 


/ Testes’ - Markedly atrophy, bilaterally si 
Lund, Rt - Middle lobe exhibits a l X l cm consolidation on the 
posterior portion. ۲ 


Liver - All lobes “appear olive creen othérwi unr NT 
All other organs examined were grossly normal end unremarkable. 
L27HM: 


Submission: 
E 


o. - Right, siightly enlarged; left, mild atrophy. 
other organs examined grossly were unremarkable. 


Original: 


‘N 
/ Testes - lt./appears markedly atrophy 
f rt./appears to be distended with yellowish white sub- 
stance. 


Seminal V- Appears markedly atrophy bilaterally. 
Intestine -Large, markedly distended with "gas". 


All other organs examined were grossly normal and unremarkable. 


Testes - Also, small black areas are noted within along 
/ with the yellowish areas. Black areas measuring 
1.0 X 1.0 to 4.0 X 4.0 mu in diameter. 
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= 330HM ~ 
Submissions. 


‘Lung. -:/Móderate.consólidation-of att-right^lóbes. 
dTeStis-.Moderatecatrophy 


Other. organs examined grossly were unremarkable. 
Original: ` 


Pituitary-- Markédly enlarged; slightly hyperemic. 

Heart ` .— Left Ventricle has undergone dilitation walls 

3 l CERIS ۱ ۱ ۱ 

~ "7 Right, anterior; "mediál and vost-caval lobe have 
T |. 7^ M. "undergone consolidation. 

To MNA Pe mies 


Ud k 


n‏ و 


E SÜinal -Vesicle --Harked^atrophy, bilaterally. 


‘All other ‘organs examined were grossly normal and unremarkable. 


Dr. Stejskal told us thatthe’ other’ pathologist (Dr. Joseph Smith) 
who made microscopic evaluations of the slides, came From a hospital 
background (human pathology) and therefore his descriptions and 
terminology were a little bit different than one would expect 

from a veterinary pathologist. 


MICROSCOPIC PATHOLOGY 


We were assisted in our review of the Microscopic Pathology of 
Study E-77/78 by Charles H. Frith, D.V.H., Ph.D, Director, 
Pathology Services, NCTR. Dr. Frith arrived on 6/22/77 and spent 
3 days with the FDA team. He examined slides for a representative 
number of animals, the selection of which was made jointly by | 
Dr. Frith and the other members of the FDA team. A Searle Patholo- 
gist was not present during Dr. Frith's review of the slides. 
However, Dr. Frith did meet with Dr. Rudolf Stejskal, Searle- 
Pathologist, at the conclusion of this review and discussed 

some of his findings with him. 


The first phase of Dr. Frith's review consisted of the examin- 
ation of the tissues of 25 of the surviving control females and 
ll of the non-surviving control females for a total of 36 animals. 
All of the slides were examined for each animal and the results 
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were compared to the microscopic reoorts provided by Searle 
Laboratories. The inconsistencies (findings that differed from 
those reported by Searle) are listed below: : 


In most cases the inconsistencies represent findings that were 

not diagnosed or reported by Searle. Copies of Searle's micro- 

'scooic pathology reports for each of the animals listed below ` 

are attached as exhibit 160. 

‘Female Rat No. Fl3CF (Path. No. 9561 
Small Intestine - Diverticulum w 


7) 
ith mucosal necrosis 
and cellular inflammatory infiltrat 


a 
Te 


Female Rat No. FISCF (Path No. 95512) 
. Pancreas ~ Focal hyperplasia. 


Female Rat No. Fl6CF (Path. Nor 9551۶) 
Heart - Focal Fibrosis. 
Kidney ~ Hild chronic nephritis. 


Female Rat No. ۲1062 (Path. 95624) 
Ovary — Neoplasm - probably granulosa cell tumor. 


Female Rat No. Hl9CP (Path. Wo. 95625) 
Kidney - Focal calcification. 
Ovary - Neoplasm - probably granulosa cell tumor. 


Female Rat No. H30CF (Path. No. 95628) 
Kidney - Focal calcification. 


Female Rat No. K25CF (Path No. 95630) 
Kidney - Focal calcification. 


Female Rat No. K29CF (Path No. 95631) 
Heart - Focal fibrosis. 
Kidney ~ Focal calcification. 


Female Rat No. MACF (Path Ho. 95632) 
Liver - Focai hyperplasia. 


Female Rat No. MLOCF (Path. No 95634) 
Kidney - Focal calcification. 


Pituitary ~ Adenoma. . 
Ovary - Fibrosis and Pigmentation. 
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'Female.Rat. No. MISCE (Path No. — 
Pituitary - Adenoma.. 
“Ovary =. Cyst. 


Female Rat No. B30CF (Path. No. 95801) 
“Kidney = Focal calcification. 


-Female Hat-D29CF (Path. No. 395503) 
3 Bladder (1) -Chronic diffuse inflammation. 
(2) Diffuse mild hyperplasia. 


The second phase of the review.consisted of the microscopic 
examination of all tissues from the high dose females - a total 
of 36 animals. The inconsistencies are listed below: 


Female Rat No. Bl4HF (Path. No. 95557) 
- Eye was reported as not examined but eye was present 
SE normal. 


Fiale Rat No. .F2SHP (Path. No. 95823) 
Urinary Bladder - Mild diffuse hyperplasia. 


Female Rat No. H7HF (Path No. 95623) l 
Ovary ~ Neoplasm ~ probably granulosa cell tumor. 


Female Rat No. H9HF (Path No. 95665) 
Heart - Focal fibrosis. ۱ 
Urinary Bladder - Mild focal hyperplasia. 


Female Rat No. H15HF (Path No. 95666) 
Lymph Node - The diagnosis of lymphoma, benign, was present 
on the Searle microscopic report. According to Dr. Frith, 
Lymphoma is generally not considered to be benign and he 
would diagnose lymphosarcoma. 


Female Rat No. Hl8HF (Path No. 95667) 
Pituitary - Adenoma. 
Brain - Mild bilateral hydrocephalus. 


Female Rat No. KI8HF (Path. No. 95824) 
Pituitary - Adenoma. 


Female Rat No. K24HF (Path. Ho. 95671) 


Hass noted grossly - nothing consistent with mass reported 
microscopically. 


Div. G.D. Searle s Co. 


) 36 (one-half) of the control females (all slides) including 
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Female Rao. H2HP: (Patb.-N8. 95622). 
Uterus -JChronic ix dup a dC 

. Female Rat No. ۳3082 (Path. No. 95343) 
Kidney. ~ Focal calcification.  ""u . 
CES Chronic mild endometritis) 
FemBt& Rat No. T NE TN 


Pancreas. - Focal hyperplasia. 


The third phase of this review consisted of microscopic veri- 
Fication of all masses reported grossly at necropsy from all 

female animals not examined in phases 1 and 2 and included a 

total of 73 animals. ‘he inconsistencies are listed below: 


‘Female Rat No. DLOLF (Path No. 792521) 
.Subcutaneous mass was diagnosed as an angiofibroma on 
Searle report. The lesion is more consistent with an 
angiosarcoma. 


pedis nsu s. KOMP (Path. No. 95707) 
Uterus y Polyp. 
7 


سے 
Female Rat No. HLF (Path. Mo. 95844)‏ 
Tissue mass seen grossly vas reported as missing and‏ 
not available for microscopic “examination. The tissue‏ 
was present and was/à mammary fibroadenoma.‏ 
/ 


In summary, Dr. Frith reviewed 


1) All 36 high dose females (all slides) including 3 that 
had been excluded from the study due to autolysis. 


دح 


l animal that had been excluded from the study due to 
autolysis. . : 


3) Remaining 73 female animals with arossly observed masses. 


(sufficient slides were reviewed to substantiate the 
masses) 


4) 5 additional animals selected by the investigators 
(ALHM, A9HM, A29HM, C2CH, C24HH). 
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“The ‘slides reviewed in ‘the first tiyo: cztegurié- above cénstituccu 

“20% of the total animals on. the study. | Gra ¥rath-reviewed thess ` 

“slides blindly and then compared “his. findinas--with, the Séarle 
microscopic reports. ‘According “to-Dr t Beith; ihis -rindiags "were: 
in. “aor eerent with- those -of Searles. TOT: ۳۳ T= part; In: nis. 


rm و‎ 


, Dz. Frith also tê two other discrevancies to "c" 
cant. my were: 7 


2 The reporting of a mass hy- Searle- as: missing which: a 
was actually: E (MILF). E A 
2) The finding of a ae of thé “Gterus 5 ich was not. 
diagnosed by Searle (X9HFP : nnt 


Tne second of the above two discrepancies assumes even more POP 
significance in view of the following: ^. ; 3 


The Histopathologic Summary table (table 11) in Volume I of the 
submission to FDA lists the following incidence of Uterine Polyps 


on page 87: 
Incidence of Uterine Polyos 
Controls Low Medium Hiah 
l of 69 l of 34 4 of 34 6 of 33 
(12) (33) (122) (182) 


The finding of one additional uterine polyp by Dr. Frith (in 
animal K9MF) increases the incidence in the mid dose to 5 of 34 


(15$). 


On page 82 of Volume I of the submission to FDA, is the state- 
sporadic findings included endometrial hyperpla i 


poly cohgestion and squamous metaplasia." The term Epon 
adi was used to characterize the incidence of uterine 
polyps,” i pite of the fact that Searle had done a statistica 


analysis of these findings. 
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When this study.was reviewed by the Bureau of Foods in 1975, 
the dose-related incidence of uterine polyps was noted. The 
appropriate slides.were requested by FDA at that time and were 
reviewed by. three groups of pathologists: 1.) "he Division of 
Pathology, Bureau of Foods, 2.) Armed Forces Institute of Pata- 
‘ology, 3.) Massachusetts Institute of Technology. Copies of the 
“reports submitted by the 3 groups anc related correspondence 
were obtained and are attached as exhibits #43-45. 


Dr. Rudolph Stejskal was responsible for the microscopic findings 
and accuracy on.these findings in the submission to FDA. 
Only Dr. Stejskal's name appears on the submission. However, 


a Dr. Joseph H. Smith, M.D. also read slides for this study and 

nis initials appear on some of the microscopic examination sheets. 
Dr. Frith questioned some of the terminology used in describing 
tissues. Dr. ‘Stejskal stated that Dr. Smith had come directly 

to Searle from a hospital situatiof. Due to his human pathology , 
background, his description of animal tissues 5 somewhat different 
than that used by veterinary pathologists. 

Dr. Stejskal joinec 
no input into the oa 


3 2 in Julv of 1973, therefore, he had 
n 
in November of 1971. 


sari 
hology protoccl, since £-77/78 was initiated 


No nicroscopic worksheets or other "raw data" relating to micro- 
scopic pathology could be found for study E-77/78. We were told 
by Searle personnel that the oricinal microscopic findings were 
dictated by the pathologists (Stejskal & Smitn) onto belts, and 
then typed onto sheets which were placed in a binder. The belts 
were then discarded and apparently the bound microscopic pathology 
sheets were either discarded or lost, after the study report was 
written. Therefore our verification of the microscopic findings 
submitted to FDA was limited to a complete inventory of the 

slides and tissue blocks, and microscopic examination of a rep- 


resentative number of slides by Dr. Frith. 


Our inventory of the slides and tissue blocks for each animal 
included a complete list on the tissues sectioned, the number 

of slides made fron each tissue, and a complete count of the.total 
number of Slides and blocks for each animal. We also checked 

the identification numbers on every slide and tissue block. We 
examined a total of 7,872 slides and 7,360 tissue blocks. The 
«average number of organs submitted for tissue processing was 
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20 per animal. NO. errors in slide identification were noted, 
although in many.cases the .wuber of organs submitted for sec- 
tioning was less. than specified in the-protocol. A detailed. dis- 
cussion of this can be found. under the heading, PROTOCOL. 


-In addition to the discrepancies noted by Dr. Frith, some other 
errors were noted in the submission to FDA. A mammary tumor 
found in rat F27CF was described as a papillary cystadenoma on 

. the individuel pathology.-sheet.-(page 105, Volume II of the sub- 
mission to.FDA) and as an adenocarcinoma on the summary table 12, 
page 96, Volume I of the submission to FDA. 


Page 92, Volume I of the submission to FDA (a summary table) 
reoorts that animal-J23CM was found dead after 754 days on -- 


|o Study, while thne.individual pathology sheet for this animal 


(page 56, Volume. II of the submission to FDA) reported that "3 
the animal was found dead after 620 days on study. The correct "" 
figure is. 620 days, since J23CM was placed on tne study on D 
11/17/72 and was found dead on 7/29/73. 


In several instances the nistopathology technician made notes 
at the bottom of the aross pathology sheet to indicate thot 
certain organs vere not present in the bottle of fixative. 
(and were therefore not available for sectioning). Yet in 
three of these instances (animals A4CH, K23CF, and J3Ci) a 
diagnosis appears in the submission to FDA. 


CHARTS, DIAGRAMS AND TABLES 


It was necessary to construct a number of charts, diagrams and 
tables to facilitate our review of the data. For example we 
constructed a chart, by housing group, showing the identification 
and complete pathology history of each of the 360 animals. We 
also rearranged this chart into dosage groups, a copy of which is 
attached as exhibit #35. 


To compare survival data it was necessary to construct a survival 
table. This also involved devising a calendar to show days and 
weeks on study for each housing group, taking into account the 
starting dates for each group. This also included tables showing 
the numbers of days and weeks animals wete on study and a table 
‘comparing the survival data from various sources. 

We constructed a chart showing diet calculations (am./kg) and total 
amounts of DXP used (gm./batch). This is attached as exhibit #30. 
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Three tables were constructed which summarize the FDA statistical 
analysis of body/feeder weight data. They are attached as 
exhibits 139-41. ; : ۱ z 


All of the charts, diagrams and tables that we constructed are 
attached to the report as exhibits and are referred to in 
‘Various sections of the report. 


EXHIBITS 


#1. G.D. Searle & Company Annual Report for 1976. 

#2. Organizational Chart of Pharmaceutical/Consumer 
Products Group. 

#3. Organizational Chart of World Wide Pharmaceutical 
R&D Groun. us 

: $4. Organizational Chart of Preclinical R&D Group. 

v2. Organizational Chart of Product Safety Assessment 

۱ Group. 

#5. Copies of Computer~Generated Randomization Tables 
used by Searle to assign the Dose & Housing Groups. 

v7. Diagram showing Typical Housing Group o£ 30 animals, 
containing a random distribution of control and 
treated animals. 

#8. Diagram showing arrangement of food cups on cart, 

, used in feeding the animals. 

#9. Copy of "Glossary of Terms for Aspartame and its 
Diketopiperazine" and "Analytical Data and Speci- 
fictaions of Food Grade Aspartame". 

#10. Copy of shipping labels for rats received from 


#l1l. Copy of protocol with amendments for Study P.T. 
988573 (E-77/78). 

#12. Copies of CV's for prinicipal persons involved 
in study E-77/78. 

$13. Copies of Batch Records for the manufacture of 
DKP, lots 1R through SR. 

$14. Copies of pages from Searle chemist Jack Drogt's 
notebook, concerning the manufacture of DKP. 

#15. Copies of Analytical Reports for DKP, lots 1R 
througn 7R. 

` #16. Copy of Searle memorandum dated 12/4/69, concerning 
DKP Specifications. 

317. Copy of DKP Specification Sheet (not dated) entitled 
"Tentative Specifications for SC-19192",. - 
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#18. Copy of DXP Specification Sheet entitled "Specifications 
for SC-19192, Specification #C40606C", : 

7:19. Copies of pages 75-84 & 285 of lab notebook #AR-39, 
concerning assay of DKP, lots IR, 2R & 3R. 

#20. Copies of pages 60-63 of lab notebook VSH-I, and 
page 269 of,lab notebook tAR-23, pertaining to analysis 
of DKP lot 4R. i 

221. Copies of pages 250, 251 end 257 of lab notebook #AR-57, 
and pages 44-49 of lab notebook #AR-63, pertaining to 
analysis of DKP lot 5R. . 

۶22. Copies of pages 83-86 of lab notebook #AR-77, concerning 
analysis of DKP lot 65. 

:23. Copy of page 31 of lab notebook #AR~93, concerning analysis 
of DEP lot 7R. 

$24. Copy of protocol for DEP stability study, dated 
1/13/72. ۱ vv 1 

#25. Copies of pages 51-56 of laboratory notebook SAR-49, 
assigned to C. Seul. These pages describe a preliminary 
TLC Test for recovery of DX? from the diet mixture. 

#26. Copies of pages 53-55, 67-72, 88-89, 106-107, 144-145, 
156-157, and 284-285 of laboratory notebook £AR-51, 
aSsigned to Barbara Bickford. These pages refer to the 
essay procedure and methods for the DEP Stability Study. 

27. Copies of Analytical Reports for DKP Stability Study. 

#28. Copies of DKP Compound Inventory Cards. 

z( Two photographs showing a non-nomogeneous sample of DKP 
diet mixture. l 

$30. Chart showing diet calculations (gm./kg.) and total 
amounts of DKP used (gm./batch). 

*31. Two memos dated 7/14/77 from Thomas F.X. Collins concerning 
interview with Ray Schroeder. 

#32. Memo dated 7/19/77 from Thomas F.X. Collins describing the 
7/18/77 interview with Ray Schroeder. 

$33. Memo of Telephone Conversation between Jerome Bressler and 
Attorney John H. Bickley Jr., dated July 25, 1977. 

$34. Copies of records concerning calculation of diet concentra- 

tions, food concentration prediction records, dates of batch 
mixing, and calculation of mean food intake values. 

#35. Charts organized by dose group, showing the identification 
and pathology history of each of the 360 animals on study. 

#36. Memo dated April 5, 1976, from Dr. John H, Rust to Dr. R. 
McConnell. b ed 

*37. Searle memo dated September 30, 1974, by Dr. McConnell. 
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338. Hema dated August 29, 1974, from Dr. G.L. Schoenhard to 
.Dr..K:;S. Rao. . T i 
239. Table.1.- Summary of Average Body Weights and Weight Gain 
. (5 enan ige/secx] fron. the, FDA Statistical An: alysis. 
$40. ده‎ 4. 7 ‘Summary GF wood intake (g/day and g/k3. /day) 
and dosa ge (mg kg. f/8awy from tha ‘FDA Statistical Analysis 
:41. Table.3 - Summary of Food Efficiency (3. cained/100g. ‘actual 
, food. consumed) ‘calculated in tne TDA- Statistical Analysis. 
442. Computer printout of FDA Statistical Analysis of food intake 
and body weight data. ی‎ 
$43. Pathology report from. Division of Patholocy, Bureau of Fcods, 
conesraing uterine polyps, along with corresponde رن‎ ne 
mano Eron Janet Springer. ‘ . 
£44. Pathology report from Armed Forces Institute of Pathology, 
concerning uterihe perro ۱ . 
$45. Pathology report from Masse schusstts Institute of Technology, 


written account of interviews’ with’ Dr. Jean Taylor on 6/2/77, 
6/3/11, and 6/7/77. 


Written account of.interviéw with Judy Beauchamp on 6/2/77. 
Written account. of interview with Barbara Zickforà on 6/1/77. 
Written account of interview with Clifford J. Seul on 
6/2/77. Pik ; H 

Written account of interview with Bartolome R. Tangonan 

on 6/1/77. 


Written account of interviews with Tony Martinez on 
5/19/77, ۶ 1/1/11, 7/20/77, anā 8/2/17. 

Written account of interview with Ted Reichert on 
5/24/77. : : 
Written account of interview with Barbara Bickford and 
Clif Seul on 6/2/77. 

Written account of interview with Judith Schmal on 
6/2/77, and 6/7/77. 

List of animals bled at 104 and 114 weeks. 

Written account of interview with Alan Mitchell on 


7/20/77. ۱ . f 
eae account of interview with Raymond G., Schroeder 


on 7/18/77. "n ۱ 
e records showing administration of penicillín, 
Gates of administration, rat numbers, and units injected. 
methodology for “phenistix" determination of phenylketones 


in urine. 


concerning uterine lsd, 


4/25/11 to Spe | -14- Searle Laboratories 


EIR 
JSA/DME/JT/LF Div. G.D. Searle & Co, 
Skokie, Illinois 63975 

#60. Dr. Frith's report of examination of slides for DK 
Study (E- 77/18). 

#61. Key for animal identification card numbers used on the 
body/feeder weight teletype sheets. 

#62. Chart correlating animal cage numbers with pathology 
numbers, arranged by dose grou. 

#63. Chronological list of pathology numbers and corresponding 

animal cage numbers. 

#64, Organizational charts showing responsibility during the 
time that study E-77/78 was conducted. 

#65۰ Volume entitled "tissue masses & deaths".  Chronoiccical 
list of all animals that died, during study, and dates 
that masses were first observed. 

766. Charts of Gays on study for each animal. 

#07. Calendar for duration of ۵ v showing starting Gates, 
days and weeks for each group." 

x90. Survival table. ` 

$69. Charts of Housing/Dosage Groups. 

$70. "Observations for Drug affects" records for housing 
groups A through FF... og 

$71. "Observations for Drug Effects" records for housing 
groups G through M. 

272. Ophthalmoscopic records and copies of pathology sheets 
that have ophthalmoscopic findings. 

#73. Life table analysis and statistics on body weight and food 
consumption data by Dennis Wilson, Div. of Mathematics, 
Bureau of Foocs. 

$74. Evaluation of feeding study on DKP, a conversion product 
of Aspartame, by Janet Springer/Ann Ducca, FDA Division 
on Mathematics. 

$75. Volume A - teletype sheets for body and feeder weight 

data, housing groups. 
Volume B - 4 
Volume C - » 

#76. Copy of Searle Computer Program. 

$77. Volume of protocols, organ weights, dosage, hematotogy, 
urinalysis, blood chemistry, and protein electrophoresis. 

£78. Complete gross pathology sheets, males. 

#79. Complete gross pathology sheets, females. 

$80. Key to slide tissue identification numbers and abbreviations. 

581. Key to stain abbreviations. 


4/25/71 to 8/1 71 3 -75- Searle Laboratories 


POMEL تسش‎ © Div. G.D. Searle & Co, 


Skokie, Illinois 60075 


Covies of submission a BS tables relating to hematology, 
clinical chemistry; urinalysis, and electrophoresis, along 


with check marks showing errors, and attached copies of’ 


raw data sheets documenting the errors. 

Copies of submission appendix tables for organ weights, \ with 
errors indicated, and copies of 2athologv sheets documenting 
the errors. 

Data sheets showing the phenvlketones test érroneously 
labeled “phenylalanine”. 
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The following is the 20%, the investigation of the 
mouse studies. FDA did not want you to see 
them and they deleted them. It is hereby added 
to the back of the report. 


DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 


September 26, 1979 


CHICAGO DISTRICT ^. — 7 s 
1222—DOST OFFICE BUILDING 


433 WEST VAN BUREN STREET 
John W. Olney, M. D. CHICAGO. ILLINOIS. 60307 ° 
Department of Psychiatry ee Cen n 


Barnes and Renard Hospitals 


4940 Audubon Avenue Re: FOI # 7921004 


St. Louis, Missouri +63110 CHI- 1766 
Dear Dr. Olney: 
This is in response to.your request of for records from the ` 


a D : ——-August 20, 1979 on 0o p 
Food and Drug Administration pursuant to the Freedom of Information Act! Paragraph » 
III of your letter re: G. D. Searle's product: Aspartame. EN 
X We are enclosing the requested record(s) consistin 


۳ ی‎ study of E 77/78 and EIR dated 5/2 - 7/ 


g of EIR dated 4/25 + 8/4/77 
8/77 regarding study E-5 and 


e«t 


۶ As you will note, minor deletions of material have been made in the re " 
cords furnished to you. In the judgment of the Food and Drug Administration, : 
the information deleted does not fall within the scope of your request and, in. 
any case, is not required to be disclosed under the Freedom of Information Act. 
If, however, you do desire to review the deleted material, please make an addi- 
tional request. If the agency should then deny you this information, you would 
have the right to'appeal such denial to the Department of Health, Education; 
and Welfare. Any letter of denial will tell you how to make this appeal. . 


v . D " Y " wee 


No deletions were made from this material. p^ 
The requested record(s) will be sent at a later date. A 


x T apologize for the quality of the 5/2 ~ 7/77 EIR. 


M The problem Wi 
Ed original copy. Please contact me at 312 : UU 


~353-5863 if you have problems. 


X — We are assessing the following charges: ae d 
. pages ۰10 = $12.50 a 
2 hours search time -1/2 hour @ 3.00 = 4.50 


Total $17.06 ^ 
An invoice is attached. ۰ I 400 


_ The charges will be aggregated to your bill. 


There will be no charge for furnishing record(s). 


Sincerely, 


ene dao 


 Frecóon of Information Officer 


Enclosure: a/s „4 ۱ 
-GFB/ed - l 
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ae d ۳ 4901 Searle Parkway Xu. 
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de a detaileg inspection of the raw. data versus the fina] | 
rerort on two teretolesy Studies on sc 18862 (aspartame), These . | 
studies, numbered E-5 (PT851870) and E-go (PT1218875) were | 
Selected for our inspectional coverage bv headouerterg personne] 
Of the Bureau of Foods, ` Study number E-5, "SC-18862; Evaluation 
of Embryotoxic and Teratogenic Potential in the Rat" hag not 
been Previously inspected by FDA personnel et Searla Laboratories. 
Study number E-gg was included as one of five teratology/repro~ 
Guction studies that were covered by an FDA inspection team- during 
the peric of December 1 through 19, 1975. ۳ 


l ED 
t 


Gur inspection of Study E-5 included the following findings; . d 


l. The individual doing the examinations of the visceral , FW 
enc skeleton specimens was aware of the dose levels, ‘the A 
examinations were not done blind. XN 


2. there ere no individual fetus records for the Skeletal exam- ۳ 
inations. The Skeletal examination Gata is listed only by- 
litter under the dam number. The Skeletal examination recordés 
ere not dated, f 


re are no examination Sheets that Specify the abnormalities 
t are included in their examinetion c£ visceral Sections, 
ieir visceral exemination records indicate Only "O,K," {f l 

no abnormalities were found. The visceral examination Sheets 
Co not list the respective fetus identification numbers for 
about 108 of the 3296 fetus visceral Specimens, These incor- 
pletely identifieg fetus specimens are 166۳۴۲1 ۶10۵ on the $xam-. 
inetion sheet with only the dem number ana fetus sex, i p 


€ NES. 
۳ my 


Me 
4. According to the visceral examination records, a total of. 328 
visceral examinations might have been done on two Cays, kie T 
Were unable to examine any visceral Sections from study E45 \ i 
because they had been discarded, AE PEN 
There were no Signatures or initials to identify the ihbdiviüuale 
Gid the work on the skeletal, visceral, and leporotony: NERAN 
ination sheets. a ; 


un 
۰ 


0 
exan 


6. There “as no identification on the boċy of the Vials holding i 


the skeleton £becimens; the respective fetus number wes ofp’ 
the vial cep (See exhibit 39, photo 1). : 


—D^ ce uc 
E ae Qm 
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There was no record to verify the source and age of the male rats. 
There were no specifications or assay records on the basal 


Met. 


^A 


There were no batch records for the mixing of the powdered 77. 7 
SC 18862 (aspartame) with the meal form of Rockland diet -(Teklad 
Inc.) Mrs. D. Helms, Research Assistant, could not remember the 
details of mixing ~ such as the total mixing time or the order 
of adding the SC 18862 and the Rockland Diet to the mixer. Spes: 
The treatment mixtures (two dose levels) were not assayed for _ 
potency, homogeneity or stability. iy TAS NS 


The examination of the fetal skeletons of 5 litters of each 
dose level by Dr. T. Collins revealed only a few differences 
from their original skeletal examination data as compared to  . 
the FDA submission. A few differences in the results are S 
not unusual between 2 individuals when they are doing examin- 


m" 
9 


report. 


inspection of Study number E-89 included the following findings: 


WU US Ce Qua uo Logs oe qu cda 


The individual who did the visceral and skeleton examination. i: 
was aware of the dose level of the Specimens that were being . 
examined, X 3 D^ od 


There are no examination sheets that specify the abnormalities | 


that are included in Searle's examination of visceral sections, 


- 


The only identification of the Skeleton Specimens is on the _ 
caps of the vials with the respective fetus number and the 7 
PT number, 1218. E 5 x Boa U^ TEECOIenA co Pr ee 


The records covered receipt of only 10 of the 36 male Bate. o ee 


There were no signatures or initials to identify the individuals 
who did the work on the skeleton examination records. , 4^, ou y < 


Pedes 
zx 


There were no assay reports or Specifications on the basal diet. 
There were no batch records for the mixing of the aspartame with 
the |chow. The three treatment mixtures were not assayed 


for potency, homogeneity or Stability. 


Searle did not include any abnormal findings of visceral. exan- 


ination in the report that was submitted to FDA. The raw x. 


uy 2s 


TU tome : $ Cu cuum - : 0007 moge ات‎ 00 000 ov ce 


11. 


ations. These findings. are detailed in the body of the  . 


Our 
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re و ها‎ 
an 


cata 18010860 . rajcr nalforsations of e segnonteóc tterus in =. 
a low dose fetus 20407 and a cleft palete in a medium doge ^ 77 
Fetus 32012 neither of which waa included in the FDS Sucxissiocn. 
Dr. Vondrtska was shown thig datz and gais tnis onission was 

en oversight (see Vondrushe's interview). br. Colling exesinec 
visceral sections that includec verification cf the aferenen~ 
ticned findings. Dra Collings else notes a slicht hydrocephalus 
cf fetus 20407, low dore, thet was not in the rey deta or the 
FLA gubrission. This vas confirmed by Dr. J, Severorke the 
Searic Teratclogist. (gec exhibit 219, photc 2) Er. Collins 
cleecreed with Seerle's clessiifestion of "renal pelvic czy 
iteticn of the kidney not enlarged" cf the fetus 4116( es an 
ertifect anc not a melformation. (see exhibit 38, vtiete 4) 

Ur. Collins Coes not egree that this is an 8۲1: and he 

is of the opinion that 4t io due to the blockage of thc urinary 


trect. Du 


Ur. Vonüruska stated that in retrospect artifact” wes probstiy 
& Peer word to use. He sale that Cell might have sectioned 


the klóneys et an Incorrect engle, tberesy, siving the zopear- 
ence oí en enlargec renal pelvis. (see Vonáruska interview) 


qe 


D Se It woulé eppesr thet tne visceral sectione were Cut too thick. 
Eg There would be & possibility that sore vitcerazl eoncraslities 
gem woulc be Eissed. — . oe NEL 


lu. It was note In the PDA subsiscion thet there wee a $ionifi- ` 
cently greater number of fetuses in the medium 69 level. ^^: 
with poorly ossifieó supracceipital bones, when coprared to i 
the control groupe Because of this fincing, the Suprrioccipitsz)l - 
hones of the fetuses in tbe high dose level were exonined, . 
Dr. Collins scanned the supraoccipíital bene for pcor ossifica- 
tion in each of the skeletal fetuces of the control sad high 

. doseage groups. His exeminetion of tne supreoccclpital bone re~- 
vealed the following percentage differences fror the FRR subs 
missien. | he ae a? Se Gh oe Se are M 


"S ` DL . t s À 
نمض‎ So. : M te 


fucrecccipital Bone 


. Poorly Ossified  . - Control Petuses High Dose fetuses . ` 
SA Submission J | a, Ar D 
Lzamlnation by "S 4.469 8.678 — ook, - 
Lr. Ie Collins in x = او‎ Nr eS 


a 0 , mao 


` Be began our investigation of B-5 (PT-851S70) Evaluations of . 


ع 
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ll. C. Kirby, Reasearch Technician whose duties included the uu 
visceral and skeletal fetal examinations and laparotories ^ 
., for study g-8$ cospleteó about three years of college... aiei 
^ She started employment with Searle Labcratories in August - 
| Of 1974 and performed visceral and skeletal exams on E-89 "-— 


in Hay and June of 1975, this was the enly study where o La 


éhe performed the visceral exams. She stated that her En 
on-the-job training consisted of a total of about 3 montheg 
12. There are no dates of examination on the Skeleton tables 
(exhibit 30). On the back of the lagarotemy Sheets, the m 
major skeletal variations are listed. Mest of the skeletal 
examinations are dated 5/13/75 anê 6/4/75. It woulé be im- 


possible for one individual to óo a corplete skeletal examine 


ation of over 500 fetuses in 2 days. It is unclear over what 
period of time these fetuses were read, ۱ 


H 
E 


PURPOSE OF INVESTIGATION i | je» CSS 
nee یه و وچ دایص و وب ی وی وت سر‎ | * + a 


Assignment memo Gated May 16, 1977 from Donelóo Bealton, Acting 
Executive Director of Regional Operations, confirmed an earlier 
oral assignment to Chicago District for a irecte inspection of 


“certain non-clinical studies submitted to FDA in support of a food 


edéitive petition for the Sweetener, Aspartame, 


The investigating began on 4/25/77 (see EIR E 77/78) anà encom- ny | 


` passed the authentication Of ell Gata, both raw end sumrary, | 


relating to the studies jointly chosen for review by the Bureau“ > 


of Foods ané EDRO. Two Studies actually done at C.D. Searle were 


Belectedó for initial coverage, and a Gecision to expand the in- | 


vestigation to a thiróà Study vas wade at a later date. . 


s s Dr BELL. 


Enbryotoxic anā Teratogenic Potential in the rat, using SC185652 . 


(Aspartame), on Hay 2, 1977. | ۱ ۱ v 


On Hay م11‎ 1977, after clearance from the Bureau of Poods, we: i. 
initiated the investigation of &g-89 (PT-1218875) an Evaluation 

of Embryotoxic and Teratogenic Potential in the mouse, using . 
SC-106862 (Aspartame), see assignment attached, "C QU. 


m" 


This report is concerned vith the above two studies. The report | 
involving E-77/7@ will be reported separately. z 


. Searle Laboratories e EN 
Skokie, Illinois 60076 zo> 


WT De 


We were concerned with the dates shown on the back of the laparotomy pum 


Collins is of the opinion ^... 
to completely examine 300 
+ S0 indicate, In our ... 


nS in a day. (see Schoeder- ^ 
w with Dr, Vondruska, he i pee Pr 
on the back of the laparo- ` e 
t he would have to ask Ms, . E 


present st Searle Labor- ` 
E-89 and E-5.op Hay 17; 
was not at Searle Labor * ۹0 
from one of the research "7 ^" 
ent whenever 
amined CU 0C esr مب‎ 


eg? v3 
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REFUSALS 


Attached ag exhibit 40 is a memorandum dated June 29, 1977 from E 


Nr. Roger Thies, Attorney refusing ou 
interview'of Ms. Gail Kirby, a techni 


) ۳7-1 21957 5( , Evaluation of Embryotoxi 


in the mouse (aspartame). 


sheets, "6/14/75" and "5/19/75," Dr. 
that it would be extremely difficult 
skeletons in two days, if these dates 


interview with Mr, Schroeder, a former employee, he told us tup e 


he was able to examine thirty skeleto 
interview attached) In our intervie 
couid not not explain the datés shown 
tomy sheets. He told Dr, Collins tha 
Gail Kirby. l E er oe 


Our failure to interview Ms, Gail Kirby leaves the question of ^^ 
refusal to allow us to con- v 


the dates unresolved. G.D. Searle's 


PERSONS INTERVIEWED 
Mte ing e ia 


Investigators Carl E, 
their credentials and issued a Notice 
1977 to Richard E, Viktora, Attorney, 
issued a Notice of Inspection on May 
4erino, Director of Regulatory Affair 
Laboratories on Kay 4-6, 23-27, 
Investigators Carl E. Yorentzson 
present on each date of inspection 

and 8, 1977 Investigator J. Salas wag 
atories for the inspection of Studies 


atories. An attorney and/or a Ph.D. 


units of Searle Laboratories Was pres 
records, inspected the facilities, ex 


mer ee BENED 


EIL 5/2-?7/t/731 l -b- Searle Lsborstorfes 
i Div. G.D. Searle & Co, 
O£kokic, Illirole BESTS 


fetal skeletons or Interviewed personnel. These inc ivicuate, 
۱:۳ ۱ i 


Er. Robert fost ~ ۳ of Food Products, Regulstory Affaire a 


. Urt. George Clay ~ CNS Croup Leader 
hichard Viktora ~ Attorney ` . 
hoger Thies =~ Atterney 
or, J. Neveroske - Group Leader of Tczicology MEX 
Lr. Prec ke had zialovski - Bcction Leacer cí Caróio-vascular 

Pherracclody eee 

tr. b, Jenkins ~ Director of Proóuct Affairs p Vi و‎ S 
Er. fichard L. Aspinall = Group Leader cf Ia inaühology & | Inflamm 
E 126 ۵ ۲ نو‎ ES ۱ ns : 


kc interviewed Pessarch Assistant Mra D. Helms at ‘Searls Labor 
etcries rexareding EE duties of atedy ES. 


ve rode RULENZOMENTS. te a E Faynonéd Schrocóer, a former. cn 


ployee whose title at the time was Senlor Research Assistant, anc... 


wese principal cuties were on Dtucy Feo ond relatively lixtltes 


* 


cuties ee stedy L-59. This interivew was condy scteG in Nee Jersey 


teceuse FR £yronc Schroeder is new residing Ín Sot rerville, Rede 

io interviewed the following یرت تیاه‎ regarding thelr duties on- 
Stucy و اسر‎ 

l. Geil ERirby = Research Tochnicisn k US 

Jeanne Thempsen = Research Technicien‏ مه 

Jj. Er. متام‎ Vordreska = Senior Inveetigator | Se 

4. Alen Hitchell = Terstolegist- ۱ : ies ax SES 


Picherd Viktora provided us with the cate that Raymond E. Schroeder 
left this fíirz, namely Hay م۶‎ 1875. However, Kr. WViktora seid 


that be would nct furnish a copy of a: record to gebstantiate | MEE 


8 terzination cate because it would be a violation cf the pope 
Uni تاره رهم‎ OCpportenity Reece ee were allowed to ^ ^ ^ 

review and neke notes from the following records. However, Roger: .. | 

E Attorney, Gid not allow 0 beceuse he cid net 
۲5 166۲ these recorée to be primary. data on study L£-5, nonam 


1. A preliminary RT cf the ان‎ and conclusions far: “the fine! 
icport on 8515270 ESRB: Doc ۸1 4 652). mS on 

2. A list Of the stucíes WES either Ras bean cózpletet or were 
in progress with agcartame to determine the relative C 
of asparta&e and biketopiperasine in S REA (Spenden of 581229 
DA Uoc ue: 5) ۱ " ۱ ۱ dudo. e TES 
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3۰ ۸ "galley COPY" of the report that; ودب‎ Submitted to FDA: 
$. An inventory list of the teratology Specimens that were stored. 
in a basesent Storage area. The record included a listing of. 
the fetal skeleton Preparation from the rat, in study E-5 (PT-. 
851570) in box numbers 7T-043A, TOI. . ; aM Ee 


SCOPE OF OUR INSPECTION == 0000 e 
We requested all of the recorda pertaining to study E-5 on the p: 
first day of our inspection, May 2, 1977. re was brought to our ONU 
attention by Jerose Bressler, PDA inspection tean leader, that the . 
data Pertaining to this teratology Study had bean previously elaced 
onder PDA gsal, He then visiteg3 their R&D central file roo toa o o o 
locate these records, We determined thet the data including Orizary 
records pertaining to their teratology Studies on se 18862 (5z- "E 
Dartame) was stored under FOA seal in two file drawers. We initially ` 
attespted to renove the Gata from these file drawers thet pertained . 
only to study E-S, Yn Order to facilitate our detailed examination 


of these records on teratology studies, we then removed tha records i 


on all of the teratology Studies in their two flle drawers to a room 
on the first floor of "J* building, Whenever we did not personally | 
quaró these records, we maintained the data on these teratology. 


studies in a locked metal cabinet under FDA seal, We obtained alc ii 
ROSt nll of the records for our B-5 Study from their central file |^ 


room. We Subsequently requested additional records pertaining to - 


the study E-5 such as the lab testing of the component, SC 18862; ii 


invoice for purchase of female rats; curriculua vitae and chain OF is Tik 
responsibility. we made photocopies of essentially ali primary | 0j 

data and other records Pertaining to Study E-5, Exhibit numbers J= > 
through 13, 38 and 3 photos in Exhibit 39 pertain to Study E-5, mo, B 
We Bade a detailed review of all raw data agsinst the report that ۰ 
was subnitted to PDA, This.revlew included fetal anā maternal body 
velohkts, maternal food consumption, crown rump measurements, number... 
Of corpora lutea, number of live and dena fetuses and exazination 7c 
records on visceral ana Skeletal fetal specimens, Dr. "T, Collins — 


exanined skeletal Specimens from etudy B-5, and Skeletal and وی‎ 7. [f 


Ceral specimena from Study E-B9, " 


LECU. € eria, qu d 


" 


After we completed the najority of our inspectional work at Sear] 
Laboratories on Study B-5, Ve. received authorization from Personnel 


Searle Laboratories 


Div. G.D. Searle & Co, 
Skokie, Illinois 6 
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of the Bureau of Poots on May و11‎ 1977 to institute an inspection 


teretology study, E-89 (P7-1218575) entitled - 
bryotoxic and Teratogenic Poten- 


We made cocles of all Primary date and other 


Exhibit numbers 16 through 33 ang 
pertain to study 6-89, We 

ta with one minor excertion, 
one thirds of the food consusc- 
The previous inspection of 

uded study E-89 and stated in part that 

P was transferred without error from the 


in nert that the 


۰ 


Duties 
Donna Helms stated 
that her duties ine 
Cluded: weighing 

of the animals; sete 
ting up the study; 
food consumption 
ästa; transfer of 
nta from cage. 
cards to lavorotomy 
sheets; and per- 
forming hyster~ 
otomies, 


According to Donna 
Helos, the duties 
cf Ray Schroeder 
included external 
observation of the 
fetuses; subervi- 
sion of the سم توصو(‎ 
tomy; nnd perfor- 
mance of the vís- 
ceral sections and 
skeletal examina- 
tions. 


Jo Toge 0 


tended doses of 


{a o‏ تا سر 


P-RG. 
and 4 of Exhibit 39 


of an additional 


*SC-18862 ~ An Evlauation of the Em 
tial in the Mouse”, 
records perteining to study 


photo numbers 2, 


mage a cosprehensive review of all raw Ge 


t. 
ou 


STUDY 


ase‏ لحب te‏ بیص عد 


Title & Background 


Research Assistant 
Her educational back~ 
ground includes B.S. 
Univ, of Wisconsin 
with a major in 
Zoology in 1956, 

She started work for 
Searle Laboratories 
in 1969 and is 
currently employed 
by the firm. 


. Senlor Research 


Assistant in 
Teratology, His 
education includes 

a M.S. in Zooloqy 
from the Univ. of 
Illinois in 1967, 

He was employed 

by Searle Labor- 
atories from Dec., 
1967 to May 2, 1975, 
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We estimate that we checked more than 
tion primary data for accuracy, 
December 1-19, 1975 incl 
maternal food consumntio 
The FDA submission on Study P-85 states 
nsumed dose levels for the low, sediun, 
tively which are apsroximately 403 

0, 2.0 and 4.9 g/Xq. - 


ray Gata, 


pregnant animals actually co 
and high dose groups respec 
more than the originally in 
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Individual 


Hrs. Donna Helms 


Raymond Fae 
Schroeder 


TTS ue 


Searle Labora —‏ س 


Civ. G.C. Sezrla-s Co. i. 
Skokie, Minos, 0ر‎ 


5. Faber Rfb feeearch | Donna : Seles: Stated. 
eti) ,, Secnnician . that Bersaret Faber 
wight havs cong 
, SORE cf ne crown 
ranr یی‎ 
Borns ¢ elro wa 
Onable to eed 
env. other work that 
aS Cone by He Su edi 
Facer on Studv şr- 
E&vmonc &chroedar 
inilermed us Suring 
. hig intervie. thet 
tbe duties of fare 
dps : E Faber (Hopper- 
ath) includez: 
VEN of animals, 
aM . mixing of Nie Siet, 
باه‎ P messure—- —— 
rents, vaighing of EI 
fetuzes, staini: Gu. 
of skeletons, — 
cutting the vig= 
cereal sections. 
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f Curriculux vitoe for key personne} ang a listing of the i 
Sle incivicuals of Scerle Laboratories Curing the years 1963 — 
are attached 55 exhibits nusbereé 1 and 2. Study ee 
5 concuctec curing the first half of 19570. The Director Oan lie 
GY of دهع‎ Laboratories Guring this tine period was Vek, u 
iue authors of the 1 9:62 are RE, Schroeder ane reet 
i, Dept. of fetholoa gy-Toxicology, Division of Bielosgicsi 
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L-5 (PT 6518570) i‏ تاد 


eCclCGS62:. Evaluation of the Embryotoxic ang Teretogenlc Potential c 
in the Ret 


Date stucy initletet: Jan. 26, 1975 ۱ aue 
Dates cf performing lapsretortes: Ped. 9 through Feb. 19, E520... 


Gete stucy wer recclvec by Burean of Poprz: PUGESE 7, 1972 > 


SO TES a: ae l سب‎ RTE 


EIE E/E =m Seerle Laboratories 
$kokir, Illincis €¢¢76 ~~ 


H 


- 


Animals: | ee 
Species end Ctrein = Albino rat, Charles River caessrien _ 
ócríved virgin femeles an proven meles 


4 


Eburber eng Sex ~ 36 fermales, 26 Beles - there were no 
۲6۵۴65 to inZicate sauree enó eye 

of sale rats. be verified thet the 

106۲۵1 و‎ were Hperexigetely لاد‎ Gays 

Old at tire of mating = Invoice (Exhibit 

i 4) incicetes Gate of receipt: 12/30/85. 


Experimental óesion: j ۱ "LEA | 


Ninety ferlies were distributed inte the fol~ 
lewing three qrouss. Hrs. D. Helms sale thet 
ghe used à ۲۵۳0۵۵۲۵۵۲105 method thet invelved 
drawing animal numbers from pieces of perer in Sel 
e hat, She Gión't remember If the first norber p 
Glawn vas easigned to ù control grouj, 


Dosnsce Orour ge of animals | Dese Level = mn/kg 
Contre] 30 o 
Lov ^ 38 260€ E 
high s 30 4000 


The respective icentification muster cf each of the rats vae punch 
warkec cn theír ears. ei 


Lorna Helma couid nct stete definitely whether the animele from 
each فعت‎ group hac a unique color marking on their tell, Three 

. females, one [rox each of three óosage groups vere heused together 
in à breeding cage. At 4230 p.m. ane male was vleced inte each 
cage; be wee removec at 8:35 a.m, ths following morning. At 

thet tige females were examined for a copuletery vaginal plug 
and/or epermetozoo in the vaginal sscor. Cheervetion of either 
of these signs inciceted meting and was designeted gay Û of MÊ 
pregraeancy,. Such 29۵1 ۵5 were rerovec from the breecing cace — ve TU 
erc housed inaivicurlly. They put tnis rot in the next ennty | 
cage geing from lett veo right. this procecure was cone -~ les est 
tinted until s ziriznuas ci Z4 feneles {rox eect: grour were ratsie ی‎ 
Copies of tne cage ioerntíifícetion cards ere attached as Lrhibit ` 
nurbor 6. we were inforzec that ery daily ovservations woulé he 
recorcec on there cése carck. There sre ac records of obnorzel 
observations on these متا‎ 


Ulo exe 


EIF 5/2-1/2/11 -li- ecerle Laboretoríes 


1 م‎ C. E. Searle 3 Co,. 


 Dietsry zózinietretion of SC-18E62 at the dose “incicated (2.348 bna 


5005 concentration resrectively) began on day 6 of gestation end .. 


2 


[27 


| continued through dey l5 of gestetion, # 10 day pertod of trestzent. 


Tre fozsles were sacrificed on Say 26 of geztetion. The uteríne 


horns were exposed ENC Gxamined, Ine fecvess were renovod, eraning 
E NE 


externally end preserved intact to be exazined Jeter for viscersi 
irresularíties (Hilser Technicue) cr skeleton ánozslies (Alirarin 


Dose Croup reč Survivinc Pregnant 

Control 27 27 25 E 
Low — 72 0 28 7 a4 as ا شیر‎ 
High j 24 24 ۰. 23 . Lo RE TE 


thie experínent took plege., However, the showed us ar &ninael 
room that closely réesenbled!the actual roce that veas u£5eá to. oar 


house the nizale fer study C=}. this reor had only one doorvey 


thet woe used for both the entrance ene exit. Tha room hed equingent 


MP 


to control the temperature ane ecjust the nusber of kours of | 
lígbt and darkness, l A m 2 EXE E e 


2 


A phetocopy of their protocol ic attached as Lxhibit 3. ^ Our review | 
cf thin protoccl revesls that it 15 essentially in conlerkance witk 


hele PDA sobsalasion on study E-5 (Exhibit 13), ua 
Formulation of SC 18862 © o - ea x ف‎ 
e e rare an an maaa aaa arean ONE . bra 


The SC 16662 wes mixed with the besal diet in weight per weight cone ۱ 
centrations of 3.34% end 5.6% respectively for the low anë high dote | 


SrouDSe c0. prie: l ; . . ۱ E I 
The | ocel, ۷۳-1401 mirer thet was usod curing 1976 in the 
research feciliíty of Searle Leborator {ece in Skokie, Illinois wag. 


ae 


sulsequently moved to another civilan ef the C.D. Secrle ۹۵۵۵ a. 


e 


e 


Tois mixer was then returned toc Searle Letorotories in Skokie, 1 


where ít fs cerrently being asec in their Fharnecevtices} Develonrent: + 


area. Ve inspected this miner (about 5 feet high) and neted 


dou MUR. eh pe Sea Mie UL ME 


trn mne emm nnm oem ome gener tm eat nen 


۰ ^ x Ic premis 


Hed S Skeletal staining technigue). 


© Donna Peles could not remember the exact enieal rcos in which 


. that. ft was currently. delog used with a mixing bowl thet vould PA 
bold approximately 20 kilca of a trestzent mixture. tae treetzent 


ded ی‎ E A | | Skokle, Illinois ۶092۵۲ os a 


: erga 


* 


blace when it was uscd to mix treatrent zixtures of ۵ 5 هد‎ 
in 1579. During eur interview with A. Schree cuer, be و مغ‎ {bed 
© sneller sizer (accout 2 feet high) with a l6-s5llon capacity 
pixinc korle 


LIU SZ ií-1/8/171 -l- &esrle Laters tor! es 
Biv. S.D. Searle & Col. 
9 Exoxte, Illinois 60028 
tixture batch sizes for stu uy L-5 were 3 kilos er gssller. It ۱ 
vGs broujgnt te ove ettentiun that this mixer wes fornerly cote é 
with è sealler mixing bowl and s sveller anchor Shaped pising- A" 


` 


ocarle ić not ralntzir batch records for the ixin? of powdered 

[ 3:5 with the meal forz of Rockland Biet L. \) There were 
AC pee: ications or assov tecords on the کج هزم‎ Dict. de vere ۱ 
nfotnec. that the *snoüfectourer of the Besal Diet is out cf business. 
Let pusher 7&C30 of SEU R & white rower, obteinegd from the 

zhouiecturer | | wss incornorsteC in the treatment 

sizturez. This esterisl was webrittes to la^ tes tinc that included 
icontity teste, p! in eater: eltine renee; srecific retetiony 

tctal nitreten content; loge or crying; heavy matals pred thin 

186۲ curomatc Cgraphy. Coples ot their recorda regarding Tea. s 
teceting of thie lot of $C-lPÉ62 are ettached Li ات‎ So 7 


whe treatment pixturee (two dose levels) were not assayed for pes s 
tency, hosogenalty oc stacility tne trestsent sixtures were mixed 
ie the | sizer in the "ziot Kitchen® by Reyroné Schroeder, 

Senior hesearca Assistant in 3eratolcgy er irs, Leona Beles, bem 
eerch Astlstent. Hrs. b. Bolus could not reramter the details- 

Gi izio such es the créer of acing the £(-15662 and the BOCK ۵ 
vict to the Hotcert mixer. Reserve samples of the treatuent ۰ 

minterece were not gaíntzineó.  Adóitionzi detclla recerdina 

tne treetaent mixtures are lncleded under o subsequent beecing 

pci l'interview of Reysend Scnroseter,.” 

Fuc Consusstion ۱ 2E E Thom e E T 


— — M À——— Mà € m 


e tT 


ci the food ccnsuzption records sre attached as Lxnitit T. 
R Dd ME of focó consumption that fe underlinea on these records 
17:1 ای‎ that a weighed quantity of epillgee kan been subtractec 
Lonna Eels saig thet food consonption wes always Measured first 
thing Gn the wernine. bonne excialrsG that in an at emot to 
accourt for 0 spllizae she separated the focó from the excreta 
On tne troy beneath the respective animal case. Donna Melre sate 
that she covered the teed jars with @ V-type mesk screen for tho 
rete thet vere conatdero’ Schronie spiilers®. She هو‎ that the 
feed wes transferrec to Bualler sizs jars COL rine the course cf 
the Btuuy in créer to make it easier for the pregnent rete p reach 
tneir fotc. Cur exiculation cf their Eco concurrt fon récord 
incicetec thet thelr stetenrent regarding food consuxption DT -> 


eins STe i prae N at iie ne en A 
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pege U ef thc PDA snbrlesion iz essentially correct. the arcunk - 
OL SCH1LEEGZ actually consuned closely epproximated the planned o 
eeseres of 2065 anc Aotr mu/Zcs. On the basis of Keech becy weichte 
cr rye 6 ane ll of geststíon ans mean food consumptíon from. 
Gestation crys 6-15, the eectesl Cally cse: consured by the 
iow anc hich Cose groups were 2,955 and 4,084 mo/Eo i body وج‎ 
respectively. Cur celevlations cf the food consumption data 
reveciec rosuits that ere vitanin 15 of these reporter Byveroge 
۵ [ نز‎ Geek, ۱ 
۱۵ Lata ۰ 

‘ E 
enna Helne solé thet their hysteretordes were ustelly done in the 


eerninc, heir ori¢inel records co nct incicete eo Servatlens of amy 

if the everies of pheres in any of the animale at sacrifice, 

es cf nusherec wyeterctomy sheets incluges citzingo conzeco- 

uroec hySterotomy sheets for anizais thet never wetted, One 

concBri5on of thelr origine) hysterotesy cate (Zxudiblts b, Se 4 JZ} 
E t 


V oir ont 
eg OE tles musberet 1, 2 f, & 4 in the PER Sulriss lon reveslec 
CEY a feu Giscrepencies, These bhysterctosy tsciles incivcec rata 
leset nesver of live ans geod fetukes; sex of fetuses; number of 
rezorpticns;, everege fetal weight; and averege crown rure #eesure= 
ERER 


Qn 


We netos the felle cving digcrepancies: 


dl. Telle 2 of the FLA submission indicates thet the Bverage . 
fetci weight fcr eniral 25 cf the M group is 4.0 crea; 
tne average fetal weight for thie (sl is E See 


th ers wes one 


2.  Crisinsi hysterotory recorce indicate thet 
۲:۵۲ 1 on the "leftt* sige for animal punter 41 of the 
control croup; table 2 of tbe FEA submission dees not list 
thie resorption on the left Bide. The FSA gubsicsian correctly 
2ilttz tbe tee reg ioc RH thet sre sarkec on the right side cf 
anivel nucbar ll on ttcir looo cofomy sheet. Ere ke Schreader 
ecknowlecged these errore., (see R, Schreeder interview} 


3 Le moted the listing ef ene resorptien for animal 12 on | 
iecorotosy sheet; thla re£Crption 1¢ not iistea in the FD 
$uLirtitaicn, Er. EK. Zchroecer acknowledged thie osission anc 


Seite po right krýs reep & typagrepoicel error. 
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Tee TEn inGiviéual fetus records for the skeletel examinations. 
the skeletal examination Geta is listec eniy by litter uneg the 
respective "Dar nuzzor", The skeleton exazinetien recorós vere not 
655 end ids not uL eny Blgnztures or initials... Br. E. Schroeder 
was bowi these recoróz anc stated that thes sboulé have “ada 
cated. he edis thet it tock a greet deal ef tine te cosrle 
tbe skeletal reedires. Re also stateó thet it teok him 5+¢ pm 
to Go a conplete Skeletal ersríinetion cf one fetus {see interview 
with Nr. Schroeder) be conpareóo the original Aes | examination 
recors (Exhibit 1i) with the report that wea £ubmsitted to PDA . 
(Exhibits 1-13). Dre. Te Collins also exanined skeletal apecinens S; 
GI 5 litters of each agss level. xe tee 


We noted the follewings $ 

1. The original a teh ezanin pen ecorse indicate a f£inéing ef 

i rv HORI SBIR of Esxilla" in one p of Dam 27 and one 
fetus cf Dac i pt exhibit 39, phcto 6), this finding 
is not in the FRA &subzisslon.. Mr. b. Schroeter acknowledged 
theese errors, NP i کی‎ do ert 

4$. the originel (1 examination recerge list s total cf 


^ 


166 (638) fetal skeletors with enessified cervical centrus -~ 


M 
no in the control groupe The orisinal records Goa net inócicete ` 


9 » how many of the cervical vertebrae hed less than 3 ossífiedc 

(| centres The PDA sobsission indicates g total of 83 x M 

H fetuses bed nusosziiileó cervical centrum with less tha P 
3 centre ossified. It {s orehable thet en errer was shee in 
transcribing tho cercontase of 53 instesó of the tetat 7 i 
of 156 fetal sselctong with uncssifioó carvice centrusl. 
to the FDA sub nission, wd. d ae s ens, V 


۳ 


3. The original skeletal exax recerés (۵12۲۵ 39 vorer snd 5 
lower iccisorz absent for the control wroup, 4& upper and ند‎ | 

, $$ lower incisors èbsent for the low dese group and $& upper 
incisors absent for the kigh dose. These are not montiloned.- 

ie the FRA subzission,. ۹۹4 


, چو مر‎ pM ES M 


4; the originel ckeletal exes recerda inciccte ere starrar osgsi- 


d ۲16۵۱۲105 center split for the cortrol dese grows; زد‎ steraun 


ossification rplít fe not listed dn the FDA sutricsion. 


R 5/2—-7/8/77 -l15- Searle Laboratories 
۱ Div. S.D, Searle £ Co, 
Skokle, Illinois $0078 . 


The rudizentary Structures are smal} Projections from the 
first lonbysi vertebrae, These are Small l4th ribs, Most 
(animals with these Structures are graded twice, They are 


counted as having 13 Pairs of ribs ®5 well aa rudimentary 1 c i 


Dr. 7T. Collins" examination of fetal Skeletal snec 
5 litters o€ each dose leve] revealed Only a fay g e 
from what was contained in the ray Gata that voni? alter, 
the conclusion of the study, 

Dr. Collins stateg in effect that it would haye been a batter 
Procedure to Grade individual bones instead of closure Grading 
for skeletal examination of the skull, (See Exhibit 11) 


He mage a physical inventory of the skeletal Specimens, we 
cozDared this inventory against the Skeletal fetal 8Decimsns 
2 t 


inan 
re designated on the laparotomy 1 06۵3 (Exhibit 2, 9, 
& 10) as "A" for fetuses that were. تعو موجن‎ to be initially | 
preserved in 95% alcohol prior to staining, evisceration, clear- 
ina with aqueous Potassium hydroxifa, Staining with Alizarín 
Red and Storage of the Skeletal Preparation in Glycerin, This 
inventory revealed that a total of 15 Skeletal fetugas from the 


ce 


blah dose SIOUD were missing. We Were unable to obtain a def. 


inite reason as ta why the following fetal Skeletons were not . 
in inventory; 6502, 6405, 8612, £908, م8909‎ 8911, 9913, 9002, 
9063 9005, 9006, 2208, 9829, 9011, and 9213. Dr, d Noveroske, 
Groun Leader in Toxicology speculated that the four Skeletal 
"DeClsens from litter nugber 89 and the skeletal Specimens from 
litter nuxsber 90 might be in a Separate carton that was inad- 
vettently nisplace3, . 


Dr. ©. Collins found mistakes in examining the 8 


al u tae skeletal spag- 
imens of all dose levels, AS en exenple Pr. T. Collins noted 
à poorly ossifieg Lschium for a fetus of Dam 5a nis findin: 


is not in the PRA Submission. (see exhibit 36, p 
These nistakea appear to be equally distributed b 
2 


the dose levels. Searlets examination of the ske 
corresponds essentially with the PDA Submission. 


Seder, the individual who did Skeleton exaxinations 
985 aware of the dose levels of the 2 
fetal skeleton $pecinens, There 8 no i3entification On- 
the body of the vials holding the skeletal 5 9261 رو وج‎ the 
fetus number was Marked on the viel ces. This metho? of 


igentifying fetal skeleton S2ecimenr in Vials eon Causa 


۵ xix up, Photo number 1l of Exhibit 39 illustrates their 
method of identification Of the skeletal specimen on the 
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Míscerel Eravinatiens = Gtudy EwS 
hpproxizetely oze-thirü of the fetuses were fixed ín tovín's noli- 


tion for aubseouent exanination Oy tbt free hanc sectioning technique 


of wilson. Tissue slices wore exerined onder a clssectinog »icrc 
Scope. The ropert subcitted to PEA indicates that all tisese ` 
elice fros treated fetuses sad fror control fetuses vith جوز وه ده‎ 
werg trensierreó to polyethylene bags for tezporsrv Storage. hese 
tpbcoiznons vere Siscercedc trier to cur inspection ane therefore we 
were unable tc make any exaninations of their visceral sections, 
There were nc {nitisle to icéntify the incivíOual whe 810 the 

work on the visceral examinotion sheets (ixhisit 12). The 5. 
visceral exaninetion records do not list the respective fetus ۱ 
identification nurters for aput 10% of the 329 fetal visceral. ^ 
Srecinesns. These Íincospistelv ifentified fetus specimens ere iden- 
tified on the viscerzj execinetics recorés vith enly tae ag o». 
huuber and etue Bex. àa an exowple, e fetus of Den number 4 
Would be listed ss 49X feraie. the visceral exarinotion shee 
indicates only "C.n." if no eonorselities ere found be the rosse 
tive visceral section. Thera iz nc exérination wheat thet erect 
fles whet abnormalities they ere pertienlarly decking for jn the 
visceral sections. Yke inniviousi “oing the examinations vas aware 
Gi Goge levels c£ the visceral &petintnt. ۱ : ۱ 


Acccrólzg to the visceral exaxinatior Feccrós, see ezxkitit 12, a 
total cf 32% visceral eranínations vere one en two Ceys, namely 
Feb. £7, 1970 and March 5, 1970. Hr. 2Cnrocóer dalê that he did 
visceral gecticns on erpreximately 30 fetuses per day, "ree fs 


“The taw date anc the r6pcrt subsitted to FTA specifies the finding. 
of orly three enoranlies,. fycrocephelus wea ebserved in one : 
low dose and in one high done fetus. fydronechros{s and hydroureter 


. Were observed in one control Fetus. he netec thet the origina) 


visceral exsrination recorda also Speciflcó the ۱ 6 cf blood | 
in the perieardial cavity of a visceral section of fetus nuzber دی‎ 
(4691 enê tbe marking, "O.E.*. Thiz finding of bleed in the o 5 
pericardial cavity ves not in the PER Su5nission. There were. UU 
no other speclfío fínCings listeó on the ret viscorel exssination 
Sheets. The results cf the remaining respective fetal visceral y 
exeeinetiorge vere listed Binsly as "C.K", It này be interesting 
te note that there Bava deen terntolegy studles conducted in nd 
the ret by POA laberrterfes where the findings ir the visceral ^7 
sections are reported fcr at least 104 6۶۰6۵۵ fetuses, ما‎ 


is 


erR — 5/2-]/8/11 wie C Searle Laboratories 
Div. G.D. Searle & Co, - "ue 
Skokie, Illinois 60076. تس‎ 


COMPARISON OP THE DAPOROTORY AND VISCERAL SHEETS. 


We uncovered at least 35 discrepancies when we compared listing — 
of fetuses on the visceral and laporotomy exanination record |. 


tu E 
m 


hibit numbers 8, 9, 10, and 12). Twenty-one of these 2 ی‎ wa 


sheets ( 
discrepancies consist of listing a different sex for the respective . 
fetus on the laparotomy and visceral examination sheets, The re 7 


mainder of these 35 discrepancies include a listing of the alcohol 
fixative, (a) skeletal on the laporotosy sheets for fetuses that are 
listed on the visceral examination sheets or a listing of Bouin's | 
fixative, (b) visceral on the laparotomy sheets for fetuses that ` 

are not listed on the visceral sheets. 6 following tabulation - 
illustrates these discrepancies. . ; x5 Do, Gon 


visc. Exam Sheet Lap. Exam Sheet Consent 


t1, Hot Listed 4413 (8) Female "AT ey 
145412 Female ` 4412 (A) Female 4412 is not in skeletal inventory 
L6104 Hale 6104 (8) Female 
y 6110 Fonale 6119 (2) Male 
yj 5881 Female 5801 (5) Male 
| 5219 Male 5810 (B) Female So 
— 2110 Hale 2110 (3) 2۵1 9 : " 
— 2113 Male 2113 (A) Hale | 2113 is not in skeletal inventory 
_. 1001 Female 1001 (8) Hale ES TEN 
. 31013 Male 1513 (B) Female . NT ca 
u7710 Pemale (07710 (8) Hale cii. go )WT MIRI E 
(7713 Hale 7713 (8) ۳2۵ ۱ y. £5 LA da cu 
_ Hot listed 3012 (8) Female 3012 is not 
. 3013 Male 3013 (A) Hale l ۱ 
..2701 Hale ^^ 2701 (3) Female 
2704 ۶ . 2704 (B) Bale 
804 Male : 804 (8) Female 
“+ 813 Female ۱ 813 (B) Bale 
, 2910 Sale `° 2810 (8) ۵ 
. p Yot listed E: .2212 (8) Female ۱ CREME M 
v 7217 Pemale ^| ^. Not liste? DA» 72 had only 13 fetuses, 7/7 | 
it might refer to fetus $7212 
L 3201 Hale -. -3201 (8) Female NL EIN E 
e 65491 Hale .. $401 (8) Female EU. mé er ی‎ oe 
v$413 Fe»ale 6413 (B) Hale ES ی‎ TW 
1 3304 Hale 3304 (B) Female "OR atem 
[33219 penale 3319 (8) Sale ۱ me eS ی‎ 
— 1307 Fenale 1307 (8) Hale "E HN E 
` 312 Fe»ale 1312 (A) Pemale f 
i 1 مد‎ 
qd C blo EU de. ECG | 
Pond CTUM OEC ÁÀ هتسپ‎ ea i 


» J 
5 SE هت دی ما‎ 
NET NE 


۱0 a SA ی تور‎ US ی‎ EME 
] Sate ee 


The first recorded body weight - Pebruary 27, 1975 r4 


EID 5/2-7/2/77. | -19- Searle Laboratories... 
Div. C.D. Searle & Co, 
Skokie, id $0078 


A total of 6 A total of مه‎ l - 


fetuses are fetuses are listed 

listed for . in Bouin's (via- 

Daz $13 ceral) 

Mot listen ` 5504 (B) Male $504 is not in skslet tal inventory 
-5595 Female Hot Listed - Dam $55 ba8 only 5 fetuses, 2 
A total of 6 A total of 5. 

fetuses are fetuses are listed 

listed for in 20091 و‎ solu- 

Dam £39 l tion for Dam 3 

ot listed 9010 (B) Female We were unable to locate any 
“Hot listed l . 9912 (B) Penale of the skeletal fetuses’ for 

5011 Female 9011 (A) Male Dam $90 during our inventory, 


Of skeletal ات‎ E 


Study 8-298 ^od 
Mani A MM d ; 


i E evaluation of embryotoxic and teratogenic potential 


^in the mouse - Aspartaue (SC 18862) Seq. II 


Before Dr. Collins, Bureau of Poods exanined the visceral 


sections of this study it was brounht to the attention of § تا‎ 
. attorney, namely Hr, Roger Thies that sane damage may occurr- 


to these sections. The sections had been previously exacined " 
and it is a fact that these kinds of sections tend to come apart 
with age. These sections are aporosipately two years old. 


"ir. Thies tegueste2 that official authorization in writing be 
given to Searle before Dr. Collins exasined the visceral sections, > 
Clearance and avthorizetion was given by Mr. Richard Ronk, Director: 
Division of Pood and Color Additives. Dr, Collins was given 
authorization to examine the visceral sections of this study (2-89). 
in the company of a Searle teratologist. Dr. Collins agreed 
to inform Searle's teratologist the results of his readings, 
(see exhibit 41). 


iue m 5 


Date Initlated: Protocol Finalized = January 15, 1975 


The first recorded date of food consumption = 3> 
Pebruary 27, 1975 E 


e 


-26- Searle Laboretories 
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Last body weicht - April 14, 1975 


Last food consumption ~ April 14, 1975. 


Pinal dete on visceral exam TE T E 2 june aS 0 


EIR 2/2-7/8/17 


aces مه و‎ on 


1975; First date - May 26, 1975 ae e ۴ 
ی‎ kai s notation on visceral examination ef. | 
fetus 41101 female ~ 6/24/75 ea ee | 


The majority of the dates are either Hay 19, 1975 I 
cr dune 4, 1975. Six fetuses of Dam 168 are. | 7 


liste with e skeleton exam Gate of 6/3/75. ` 
E E NC A 


fay 28, 1975 and June 4,5,6,12,15,16,17 end. 18... 


July, 1975 >à uer up DR nuc dq 

d. va R A Labs mE 20e z eo 
Random bred albino mice, female سوم‎ Strain ‘and. | 
Random bred albino mice, TALEE - proven breeders — 


36 females - Control 
36 females - Low Dose ^ ^ VL. ی‎ ny 
36 females - Medium Dose LIED ee 
36 fenoles — High Dose LT i 

A copy of the purchsse order for these females des 


attached às Exhibit $221. dog E cm wise e Amer 


Mating Procedure - natural meting; Getection of 
copulatory plug designated as day 0 of gestation 


ES DEC cf 


Laperotomy Sheets 


For Skeletal 


Exeme? 


Cates Recorded 
on Reverse of 


Laccrotomy Sheets 


for Visceral 
۱2 ۴ 


Date on Cover 
Sheet of Final 

. Report تفت‎ 
. to FDA: 


Animals Useds = - 


Bpa a‏ ۳۹ سس 


EID z/2-7/6/11 tS & 


Corcontretion inte 
of &C-1853z2 Feil 
.in Diet (è) _ {era 
Gose Levelsr. Low -— eisi و س‎ 
7 ۱ meclux — 1.5 و‎ = 3 
Hioh 300% - 4 
SuNLber of Pregnast l : 
Bice: | (Centred: 27 
Low Dose: . 25 
Bed, Dore: 2 
tigh Dose: 2) . 
Ke noted that the protocol Specifier thet body weiohtsz will be made 
on ssestation days l, 4, 6, 13, 18, and م16‎ the becy weights in 
the FDA submission were recoróeó on gestation deyes 9, 1, 
l3, 15, and lë, - = 


Scope of the Invecticotion = E-CES 
anas ae VEC igs بح شمه‎ 


he began a Comprehensive revlex of 5 
@icer the investigation of E-Z Z, PT 8: 
This erecta) Coverage vas in accoróü 
ceived from the Bureau of Fooás. 


be begar our review by supervis {rg the 
Storad under FLA seal at Searle :اهر‎ aL 
tne following erineipsi items; 
l. Cory of proteccl ent itleé Finsl Prctocoi For a Pre 
Safety S8toóy of SC-10862 Pasth-Tor Proja No. 121857 


c Corios cf larare teny sheets - The reverse ef the 
sheets include visceral exasinations Bra Some of 


etic findines, (5xhnibits dd 
3. Soay waleht dats (Exhibit 24) Tg Ta 
" Youd conrurrtíon gets (Een init 75} 3 
B. Visceoral exenination work Sheet (Cxhikit 3l) ار‎ ۱ 
G. Zrteletal exenination dete CRE ws 


EIR 5/27 -22- Searle Laboratories ^... ^ 
Skokie, Illinois 60076 | 


The investigators audited this raw data by reconstructing the. : 3 
information submitted in Summary Tables. Ne verified total number dl 
of.animals on test, independently tabulated and compared information. | 
on Summary of Uterine Implantation of all groups, ۷۰ Maternal |; 
body weights, food consumption and calculated g/Rg o£ test substance J 
admini$Stered. Dr. T. Collins examined Selected skeletal and vis- ^ 
-ceral sections, ; x ce 
x : 


Personnel for Study 35-89 
This study was conducted by the following individuals: 
i. Dr. James Vondruska — Senior Research Investigator 


2۰ Alan L. Mitchell - Teratologist 


d. Gaii Kirby — Research Technician 
4. Ray Schroeder - Senior ‘Research Assistant 
5. Jeanne Thompson ~ Research Technician 


The Curriculum Vitae for Dr. James Vondruska, Alan L. Mitchell, > 
and Gail Kirby are attached as Exhibit #16. The Curriculum Vitae 
for Raymond Schroeder is included with Exhibit l. | ere 


Our review of CV's established: CIEN (o o 
Dr. James Vondruska is a licensed veterinarian and is certified by 
American College of Laboratory Animal Medicine. He has been em- : 
ployed by Searle Laboratories since Harch, 1973. M Nc 
Dr. Vondruska said that he was responsible for submitting the final. 
report on E-89, PT 1218575. BELLES MESE I SS 


Alan L. Hitchell ís a graduate of Southern Illinois University = 
and completed some graduate work at DePaul University, Chicago,: a 
Illinois. Hr. Mitchell has assisted in Supervising the teratology z. 
laboratory since 1971. Regarding the conduct of E-89, fir. Mitchell ۰ 
was responsible for preparing the Treatment Hixture and for super . | 
vising the maternal body weighings and food consumption. ie uh AU 


Raymond Schroeder has a Masters degree in zoology from tne Univer + 

Sity of Illinois. He worked at Searle Laboratories as a teratologist s 
from December, 1967 until Hay 2, 1975. ith regard to فلع‎ Hp. 0 
Schroeder was responsible for training Gail Kirby in.teratology . 77^. 


- 


r Jeanne Thompson, Technician, kec very lisftec dut fos on "od 
Stucv (t-6y). She was responsible fer takin? Raternel body velont ERa 
E ی‎ jur ap? VES 


CIR $/2- 3/6/07 - ۱ MN. x > ° Bearie Latoratorieg 
9 p viv. GT. Searle &. £o. ۱ 
Skoric, lineis 3 975 


and for evpervisinz the hytterotony یت‎ X Getetled c7 


éccount of Clr Jane 22, 1977, interview with "À ee hroeder can be 
foun’ in s subsecuent eertion of th is rerort., oe 


M food ctneunmption,. 


Geli Kirby, Research Tec chaician, | bos been esploye 2 et Searle. 
eéocorcteries since August, 1974. She pisyec # major yola in 

the concoct of L-85. In this exserirent she wes responsible 

fer ceriormings eli of the visceral exeminetions anc the Skeletal 
Coke oe recelved her training in teratclosy fror kay Schroeder, 
ire. ERirny'g edocet onal’ QUalificstic ens incluze the Follewiner. 
Heke, Elroy oracuated from Plain High Echocl i, June, 1971 and éettendec v 
Leyoie Univers: ty fcr three years: where ene acquired 1G) Benes ter 5 
avure cf credit. -> 

Curing en interview with ers, Rirhy she deseribed Por rczpongi- 
Vilitics in conducting this experiasnt to include the ee 

Ert. Kirby told the investigatore thet She estistec in و ۲ 11 2 -ز‎ 
nysterotoxios, weighed fetures, sexed the fetuses, recorceóc 

gross aenservetions, rertorsed crown TURP Reéestrenente, and re- 

coret uterine cistribution, ۱ 


She steted that ir 84 she was olro cessonestble for. preparing 
enc etafning fetal skeletens anc visceral sections. Mra, Kirby 2 
iritinliy reported thet Rey &chroeder read the visceral eectlong . 

cn this (p i ue tut later corrected the staterent saying 


She exeminaos the visceral sections. . E 
SEE. LEB e told the investicators that she personally : 
$xezineo skeletons on thie expetizent anc tt. Vondrveka hod onecko 
gore cE her E ue A Cetelled account of the two intervíewg 
thet vo hele with with Gell Kiry ic incluced in subseauent h 
tections of this rer rb. Curriculos Mone Lor 0 Vongreskag to 


fele iitcreli, anu o, &irby are attached to tais report as -— : 
exhizit vlt. We recucsteó the mere les ur vitte for Je ThospsohR pus 
OL Fur4IOUS قطن هه‎ Lut we we Te told thst no forte] curriculus” 
existes for this indivieucl, : E 


CIF 5/2-/2/71 “Cm 
and Fecilities - 
Interviews with Dr. Janee Vendrosbe and Alen Hitehell on 5/24/03 | 
established the follewings Ur. Voncruske stated toet Vet Service 
Lepzrtssrt was renponsíble for snizal care. ine djer wet pres | 
peres by Alan Fitchell snd be was &züisStec in taking body weight | | 
anc fooó consueption agate by Jeanne Thonrson, Pencespok Technician. | 
: | 
The investigatorz made an on site visit to erisel Íscilities pn 
6/2/77. | Ur. vonáraska iéontifioó Beer 323 in 3 LICR? as the 
TOCOS where gtucy £-59 wee COnóuCctec, 
We wore gnown the typre-of cage and feeder uses. Fe nated that 
thie room wes eognipreó with tespereture and lloktin 
Cortrol. It ned only one Hockey. fer ontrence enc ; 
exit, 
ke were informed that individual female mice used in E-R9 cid 
not Lear eny unicco identification ی‎ after Sreeding, Tho pice 
vere sarkec wlth tsil coloring tor the re£pcctiíve croups. ‘Breed 
ins cade caros ane individual fer "ele CEG 68۲4 Ere pubsittec as 
exSibjt 23, Record of oily eheervation woul be recorded on thease 
Cera. Ne notec ane otservation on the incivicual cage card fo 
۲1 5 117 "extensive bleeding frer vagina on 4/5/75", 
fhe OGcervstion is recorded in the Subnission on Telle Eo, 
4 Summary Uterine Ipforzaetion Sata Control Croup, : 
COP Per ne Formulations | - EeBG 
ahe test substance being evoluste?í in this Sezcent. II detstoloay 
Stuéy ka - aspertyi = L ~ phenylalanine zotnyl ester (SC15t62) 
(Stpertane) Lot 59697, 2.0. 8675. This مه نات‎ SC 12367 wae 
accinistered by ¢letary incorporation in powered ۱82 . 
Diet irog gestation day $ threugh l5. The £Gliowiog Ínten2ec | 
óo08€ levels were fec the test anicels. 
۳ IOTESDTE DAILY CONCENTPATION IX 
š DOSE LEVELS Ar. DIL? (ACY UAL) 
3; Los Vose امد‎ Srass/Xz «15x - 
. Hoek Tose 24,0 d CEA «5v 
“High Dose & 5 pos 
roe alae ectuzlly receive aporoxinately 40 $ sore Char the. 
orisinaliy Intenced Goses, i 


the Erset- 


Se ee Laberatoríss cic hot Maintain bate 
menc/aiet hiztures, her 833865 fer potsncy, hozog3entity ct stzbf- 
lity. In addition we rere unasle te establish that tae persone 
Nei Rept asy note BOUES er Any cther written recere tn tbe EeCCLhoG 
Ci Ciet preperctioe 
UI. lenkins waa able te locete soss vniforzity of riz £to2iez 
in the | |hizer on a different active inireCient fn tae 
Chew, nàzelv SC-102$95. These rsüsulta of énaivsis ere dastad 
March end April af 1976 ene Bre etteched es exhibie 33, 
Although these studies óc BOL substantiate the uniformity 
CÌ ziz of 5Cl8$52 with [Ret Chew, they are subsltted 
LCT informations) purposes, 
we Eretecol fur Emi) specifies ag the soóe of edzioittretien for 
مامت‎ INE? to be adsíre2 R/E ir tbe éjet. pr. Rilllez 2enkinc 
urniehed the investigators with E Copy otf æ label for the Furina 
Bet Chow, stativo that this was the only Infersetion available 
ae te the coscositioh and/or epeciffeations on the feed (Exhibit 
cele Pr. Jenkins iso acces renied us to the Diet Preperation oor 
er? identified the rizxer. Te Wee a Eobert Rodel C-160 T with 2 
gixing bowl of about 3 gallene رت‎ e: Pr. Jenkins tolg 
ib that there were no essays On these من رز‎ of S.C. l£862 vith 


Ales Mitchell tele as euring hie interview ca 2/22/77 that he was 
responsible for presering the diet mix. ge eescribed nis Gixing 
prececeres ag follows: ‘tine Giet was rade Bp in 1600 gram batches, 
Approximately 500 grease was piace in the mixer bowl and then tke 
RETO dete azmGunt of E.C. جع و‎ WSS مه‎ Then the remza jr ire 
.éccunt cf the Est Chas wag ecceg ani the Contents were Sie fcr 
l9 rin. 

fiteeugh they dic not assay the aizture of 5,0. IEE? with basal 
iet, they did BEBRY the test gubstance B,C. i&£82. We obtginec 
&nalyticál recoris for their Veaelity Centre] cricinal aszay 

GL Aspartame Lot $5607 G.C. CCC?Z. (Exiit £15 ang اه دش‎ $22} 


it vas noted taet the eneleet mada a de 


GEE 
Original work book calculations wh (6h #45 rd for EG 


Exhibit 15) fre error was Cretec by موه‎ [fas ی‎ a 
ef 159 mg. gvertity in the equation and multiplying by log er 
15 5۶ عمجت‎ cf ۱۳ Te If the calculation fer potency 1e Hada 1 ی‎ 
accorcarce with the ecuation listes with their endlytical method 


ee a وس‎ Ear. E x3 i 


ejt 
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4M 


Exhibit 20 and correct placement of the decimal point, the calcu- 
lation indicates satisfactory potency of asparatame (S.C. 18262) 
for their sample weight of .1500 gms. It was explained to the 
investigators bv Hr, Aspinall that they weighed out exactly 

150 moc. for this assay. He said that the equation for 
calculation of potency was not checked by a 2nd person.. 


Hysterotomy Data = B+89 


۰ اسه ——— ree om ae.‏ متسه میم 


Hysterotonies for E-89 were verformed by Ray Schroeder ant Gail 
Xirby between the periods of 3/17/75 to 4/14/75, ^us. Kirby. 
told the investigators during an interview on 5/24/77 that her 
Gutiee for study E-89 Included: f "EE" 


a. . performing üissections i TEE” 
b. weighing fetuses 

C. sexing fetuses 

d. entering gross abservationg 

did crown-romo measurements‏ مه 

f. recording uterine distribution, 


During this time Hrs. Kirby was aupervised by Ray Schroeder. 

Rav Schroeder was responsible for the external examination of 

‘the fetuses (see R. Schroeter interview). We authenticates 

the hysterotomy data by reconstructing a chart 

fron all of the raw data. We found that this information was 
accurately recorded and essentially the same as in the PDA E 
Buotission., We verified total number of fetuses, number of 

tesorptions, total desd fetuses, averoge Crown-runn measurements, 
ang boly weights (exhibits 26 through 29), > E TM 


Ke also checked accuracy of recording the sexes by comparing 
the data on ‘the laparotomy sheets against the visceral exam 
sheets. We found no errors ín making this compar ison, 


Excent lone: 


Female #236 with qestation day 1 of "arch 22, 1975 delivered 4 
fetuses 4/8/75, three viable and one non viable. This appears to 
be a full term for the fetuses to gestation day 18, The FDA 
8ubnission states that this female delivered Drematurely on cges-. 
tation day 18, Wo pups were saved for examination due to their ۰ 
con*ition. The data regarding these Sead pups was not included 


in their calculation of neanS. A similar type situation wos 
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Aut. of BC Išiel " Ast. ef Sc: 8 
conguzbotion listed €Corsusotíoh سای‎ 
in FEN sobzission cerina te our 
&nimal Rê, eestetien hay  (ararg seg) tolcula tiens i 
$55 jù es Wel 
ره‎ i3 l.& fe * مه‎ Ther 
-is ar e&sterick 
P.C. recorá 
gey l2 - 
han2vrftt 
wont "I5 
ebect ant 
7 13 ; i.7 1.7 
232 C... au del i.6 
lated on 
cav iir; dr 
m sd et. w 
cróec 
25 i 1.3 Aad 
5l bi is -€— $ aov 
SIS. Joonn6 Thonpson, Research echnieian, ves interviewed DIRE TP 
Ene esis that zho was resno EDEN fet tuasing body weight and {ood oi 
tonaumptiíon ete. Lhe was Gupervisel in these orerationa br &lan 
Gltwnell. Kra. J, zhotpson gelo that the cessge levels of the rice 
were icentified by working their tells with a specific color, 
fre, Fndepsen described bow the animals were fed end how the 
welohinge were Cone. She gate that the czeges were pelleä- out and 
the onimele ena fesd container Weighed er the TRtece. Afterward 
tne food was a6óeó6 ena the container reweiched, &ccotéing — 
. to her, the Glet mix wae stored In a isb6lec plastic containers d 
Hrs. Zhompton told the investi: Gators thet vehere £n asterisk esp 
cn the Intec print out under E cenéurpiion, ik geant thet th 
. weighing indicates se}llese that [s ROC Leable for ealculetinn 
` food ceneunption, fhe could pus recall whether or net the : 
anisels were we ghed and fed at the sone tine each Cay, 


5 ۱ 
e Le ees 


EIR Sf/z-7/t/77 ره‎ od . Segri 
m Civ Goel. Seerle & Co. 
Skokio, 2111:0619 $0976 
Skeletal ۶و و‎ Key Study صرق‎ P - 
SAC UNDIS ue US چ‎ arg سوت سس تس ج د‎ ee 
The results of their ekeletel exarinatiors ere uc on khe "(vm 
reverse of the fawarotemy Sheets. (Exnitnit £26 thre $29). The 
receesrch teennician incloceóG a recoró of the Cate of thc skeletel 
exzzinztion snc the respective fetus عیام‎ or the lerarotosy 
sheets,  "owever, the fincinas liste?! for tue respective 
£rclotei fetuge on the back of the Laperctory soeet sro fer the 
most pert incomplete becauee the research tecenicilen listed only 
the findings that ghe considered relatively vrosusl. Fhey alse 
Deve exeminetion gate tn thelr tetuler ekrlets! renortdine forest 
(Exhlkit $30) by Litter sumber end not bv in¢givicuel fetus. — — . 
This tabular okeletel forsat fs not cated. Tiere ere no initials 
or slenatures to identify the inéividuel whe dla the skeletal 
evactneticons, Cod EE. 
Re coxrpareécd orilrinszi @xesineticn recors, tre fie af the 
leparctony shects (Lxbitits ¿2a Laru $25) enc the tabular 
Skeleton reporting fcrmet (Eshirft $30) vith the oe ort that was 
مه را‎ to FRA {ishkirit $37). ir. X. Collins rece a Getaijes 
exaninetion of ekeletel erecitens of 5 litters frou wach deve level, 
enc artseniceted the xajor ebnorealities in other litters. Gur fini- 
ines incluce the (1 ۵ 
1. The erlginai sxele tel exaninotion recorcs essentially ecree 
with ateateeents in the FIA gubsission., "inc tabular sxeletal 
reporting forzat {fehitit p30) dic nct clesriy citflerentiste 
between the total number of cternsLrege certera thet were ebsent 
and the total nurter cf 9۵ 1۲ sternetrze certers, 
2. She EUnisentéry structures are aril prcjectionz fros the first 
lumnbsr vertebrae, These atructurés are in ettenco s Busll 
14th riz. Sort animale with these structures are craceé 
twice. hey are countec as bovina 13 putem oi riks zs 
vell ag rucimentery gtructur eRe 
3. Cr. Te Collins sse a cetaellcê exarinatien cf etal exeletal 
t£pocírens from 5 litters of eech جع‎ gronn. Fo elec acarne” 
in detail the surraecelsdtel bone for creer ossification in ezen 


of the skeletal foetuses of the control and hig ما و عون‎ 
. petails regercin; this 7 aioe lin foilow in subsequent pare= 
Grapnb&. His exzaninetion of the sunracce{oitar bone ۲6۵1 نع‎ the 
following percentage Oifferences frox tüe FLA submission. . 4 


ES 


w 
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Suvraoccinital Bone Control Fetuses Sich Dose’ Petuse: 
سا‎ ee i O Fetuses LESSEE 


Poorly Ossified | ۳ ۱ E 
FLA Submission 33 UD ۳ SEE a ggi 
Examination by 4,463 ous < 8.473 os 
Dr. T. Collins i EX Ys du 


Pr. Te Collins slso examined fetal skeletal Specimens to verify 
their findings o£ major malforzetiona: fetal skeleton 510203 
with hypoplastic 4th thoracic vertebral centrum and fetel i 
Skeleton $22703, with frontal, varietal ang interparietal poorly 
essified, 2nd, 3róá, 4th and Sth sternebras Split, anê cleft | | 
palate. He alse made s rapid scan of the fetel skeleton of . | 
low Gose dams $228 anā $225 and medium dose dam $201 to cons 
firm their findings. : b a E Lo 
| 
| 


Dr. Collins found some minor Gifferences in their classi- 
fication of Skeletal. vartetions, An example would be the l k 
ossification of the Supracccipital bone. A certain azcunt E 
ci variation normally occurs between individuals when 

making these types of skeletal examinations, so serious 
errors were found, m 


ES Ug px 8 


nGivi- 
cual knew the dose levels, there is no identification on the 
bocy of each vial that each holds one Skeletal specimen; tho 
PT nusber 1218 and the respective fetus number are on e Label 
on the vial cap (see exhibit 39, photo 1). : m eh aka | 


WU ORM ee 2 


We mace a physical inventory of the skeletal fetuses and could 
account for all of them with the exception of one fetus from 
the high level (#42210). This was reported in the FDA sub- 
mission. ۱ P S uU MEME C 


و 


En 


There ere no Gates of examination of the skeleton tables 7. 
(exhibit 30). On the back of the laperotogy sheets, the major 


exeminations ere dateg 5/19/75 and 6/4/75. It would be. .7 
impossible for one inéividual to. do a complete skeletal 
examination of over 500 fetuses in 2 Gays. It is unclear over 
vaat perioó of tine these fetuses were read, l 


fhe skeletal examinations were not cone blindly. The í 


‘Skeletal variations are listed, host of the skeletal’ d a> 1 


f 


nad 


M Kv 


Skokfe, Illinois $0076 | 


Go oM e 


8.. Gall Elirdy, ‘the توت‎ technician whe perforz es the een 
. BRC skeletal fetal exerinctions fer stuĝy $t-59 cozpleteé sbout 
UOS s J years of college with jot related couraes that included - 

eroryology, cormearative enatesy, zoclooy and genetics. She ` 
atarte ezployxernt with dearle Leborateries in Z August of 1974 
ane e visceral and skeletal @xezs fer وس ون و‎ in 
in Hay and dene cf 1875. nie wes the only stucy where she 
perforzsei tbe visceral exams. She stated that her-on-the job 
training was eLcut 3 moüths, We obtained Ccories 6i tre seerle 
Treining Eenusie for fetal soft thesus and ekeletc!l examination 
(exrloit $22). Eocer Taeis,sttarney cautioned us that they 
coulàn't determino the date when these trsinino5 manuals 
cane into eristence, zt erefore they coulent bo considered 
SUF Banusls for tole studs. this instruction tenual does: 
not have skeletal photos. referred tc in the manual, 

Details Ter Scanning of Surracecimitel Bone ir Control 

Ang SOUR es o oN ee Sabres 


1 


4 011) and 48713. Dre T. Collina found seven 


Pe alse ido in rncorig cszificd £upreoccipitzi 


Seerle Laboratories 


è selective ozeeinsation wee mace by Dr. T. Collins for poorly 
oecifieód surracceinital vone in dll of the control (157) ana hist. 
Gece (118) fetal skeletons, Dr. T. Celling found ten skeletal > 
fetuses thet had a pocriy ossifies Svpraoccilpitsi in the hich 
desace pou 4$01C3, 460119, 4C204, 40713, £0711, 40708, 41103, °° 
41105, 41598 anc 41523. the curpsmery of fetal skeletal exezinetion 
deta in the FRA sohrissilon rtetrs th at they found 7 fetusen 

with à poorly egsifies supreceeirital bone in tho Eigh dosé 


EN ore d. Collinge corfirreód their findings in 7 of these 


34 2 و‎ e 
pene: 45 three scZ enel skeletal fetuses in the high Cose 
group, namely 463 

skeletal fetuses” 
1 


E De ép *upraoccipitzl in the 
control gcoune Le e 


26Z2,-X0205, 12302, 12205,123202, and l3258. 

jhe Bursory cf skeletal exssinetlen dots in the PDA RM 
eubeiasiton states thet Searle found 5 skeletal fetuses from .- 

the contrcl group with a suptaoccipitel bone that wes pocrly 

891۳8166۰ Dre Y. Collins confirmed. their findings ef a poorly 
ogsífiea sucracceiritei bene in 4 of the control pECletzl fetuses, 
He cié not agree witn thelr finding of s poorly oscsiííied - : 
rn PROSE ky ital bene in fetus, nuzher 10905 


e 
noh »سو‎ 


Be Ch مج‎ Go fT 


rR 
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Detailed Examination of Skeletal Fetuses B Dr. T. Collins 


Detailed Examination of Skeletal Fetuses By Dr. T. Collins - 


23502 


23508. 7 7 


23509 


33502 
33503 
33505 
33506 
33508 
33509. 
33511 


23503. 
23505. em: 
23506 ` 


Collins - 30 
11202 12302 
11203 12303 
11205 12305 
11207 

Collins - 5 

Collins - 27 

21802 23402 
21803 23403 
21805 723405 
21806 23407 
21808 
21810 
Collins - 5 
Collins - 34 
32702 33102 
32703 33103. 
32705 33105 
32706 ۵ 33106 
32708 33108 
33169 
33111 
33113 


Control Grou 
Number of Litters ~ 25 


Number of Fetal Skeletons - 157 
Number of Litters Examined by Dr. T. Collins =~ 5 
Number of Fetuses Examined by Dr. T. 


10805 


10805 
10808 
16809 
l0811 
10813 


10102 
10103 
10105 
10106 
10108 
10105 
16862 


10803 


Fetus Numbers Ean HEI? 


Low Dosage Group. 
Number ot Litters = 24 


Nuinber of Fetal Skeletons ~ 158 
Number of Litters Examined by 
Number of Fetuses Examined by 


Dr. Te 
DE, T. 


21002 
21003 
21005 
21006 
21008 
21010 


20202 
20203 
20205 
20206 


20208 


Fetus Numbers Examined: 


Medium Dosage Group 
Number of Litters — 25 


Number of Fetal Skeletons - 163 
Number of Litters Examined by Dr. T. 
Number of Fetuses Examined by 


Dr. T. 
307902 
30703 
30705 
30706 
30708 
30703 
30711 
30712 


30662 
30603 
30665 
30606 
30608 


Fetus Numbers Examined: 


. 30603 


EIR 5/2-7/8/71 . -33- Searle Laboratories e d 
Div. G.D. Searle & Co, : ` E 
Skokie, Illinois 6007 


High Dosage Group | 
Number of Litters - 20 
Number of Fetal Skeletons = 118 ^. . رن‎ a 
Number of Litters Examined by Dr. T. Collins - 5 
Number of Fetuses Exemined by Dr. m, Collins - 23 UA. 
Fetus Numbers Bxemined: 40201 41102 41201 41402 43002.-. 
— 40204 41103 41204 41403 430603 o 
—. 40207 41105 41207 41405 43005 ` 


41106 ۰ 41406 43006 - 
. 41408 43008 ` 
41409 "+. 5. ۱ 
1 ۱ 
. 41412 ۱ 


Viscerel Examination-E-89 


Approximately one-third cf the fetuses from each litter were fixed . 
in Bouin's Solution for subsequent examination by the Free-Hand ^. 

Sectioning Technigue of Wilson. The tissue slices were examined i. 
uncer a dissecting microscope. All tissue slices from control « 
eng treateé fetuses were then transferred to glass vials that T 
were filled with 703 ethanol for Storage. The vials are identified. 
with the project No. PT #1218 and the respective fetus numbers Nr: 
These tissue slices are also identified inside each of the vials 

with the respective fetus number, BE GEL Gee 2 Tuts o gs 


recorded on the reverse of the laporotomy sheet (Exhibit #26 thru.29). 


22310, 22503, 23507, 12101, 11309, 11304, 10101, 10904, 10707, 
20101, 20800, 12304, 12301, 12807, 20207, 20107, >, E NT 
Gail Kirby who did both the visceral and Skeletal examinations” 
was aware of the dose level of the specimens that were being 
eveluetec. There are no examination sheets that specify the . 


sections. 


Buring our interview with Gail Kirby she stated that a training تس‎ . 
manual had been provided her by Searle Laboratories, We subsequently 
received copies of training manuals from Roger Theis, Searle attorney. 
the firm was reluctant to provide these training manuals because | 
they could not establish the date their manuals were initially used. 
Copies of their manuals for visceral anê skeletal examinations were 
ultimately provided and are Submitted Exhibit #32. In reviewing ... 


PEIUS 


l esezinstion instruction rapunls ere not specific ^— 


EIk 5/27177] هو‎ 0. Senrle Larereteries 
Ñ -Diye Get. Searle & Co. 
Skokie, Illinois 5 
D d 
these manvels we noted that they pertain criezrily tc rabbit end 
rnt viscera) exgas end nct to meuse virzcerel eras, lsc, Searle 
Attcrney, Roger Thelc did not furnish copies cf skelete J pictures- 


in 
referred to in the renval, ; ۱ T IN EL 


$ 
" 


l. Ee Dotel oriy ore Atecreraney curing cur inventory. #8 
soft tissue &pecimen from fetus £42269 ferale was Found in 
inventory but the visceral exec recocds ce net indicate thet 
it nae been EIR Xte 19۲ 262 nhcet for L-52. incicctes 
that the sueletol srecinesn of Fetus ۳۵2۸21 waa last, There is 
e seit Liesue exams Lictec for F422] fesale with cesults c£ 
"O.R," for this fernn thet was not in thelr scit tissue 
inventory. , 
We concarec the listine af the fetuses on the visceral - 
(Exhibit $21) ane ioporotosy sheets (Lxniblt 226-29) anc 
notec thet Searle correctly listes the same sex for the 
rescective fetus on the visceral anf laseratomy sheets. 
Yney elec ccrrectly specificc the ure of Beuints fixzative for 
tne visceral Specie, ve بجع‎ thet tne results of the 
visceral examinetions fer © fetuses cf Gen Lat eno S fLetuses 
Gt dam 226 are reps rted en the beer of the laresrstemy sheets 
(trhicit #26 & 27), but these fetuees gre pot 12۵64 on the 
viscerol exam sheets (üíxzioit $21). | 


Study Z-89 was the only study where Coil Kirby perforned the 
visceral Erast. | l ON 


cra 
h reasró to nuper of sections or thicknese thru the heert. 
Vc were unable to sek Gell Kirby to exazine Chose Bmoaneszls to 
rr 


Getermine Lf ake used thea fer training or reizerence,. Mrs. Etre 


uA 


was 1۲ her ninth month of rregnency onu was tn reternity le 
when we condpeted cur gecond enc final interview by 8&8 telerher 
conference call to her here. Details regeróing toth the 
Interviews are found in a subsecuent cection of this 


۲ rspott, 


wmr مرت‎ ——À € e t€ € Ó— À A —Á— 


cadena tse cf Visceral Srecizens by Lr. Ze Colline 


Sk Collíne examined 
$2 of Exhinit $59 Llivetcetes 
Rede by. Dr. Te Collins 


ó total cf Zl víscerel sceciuens. Photo 
scone of the viscere? exerinetions 


e‏ برد 


^ Div. G.D. Searle & Co. 
. Skokle, Illinois 66076 .; 


Dr. Collins verfied the finding. of a clef 
that was indicated in their ray data but not in. 
their FDA submission, . 2 و‎ ESE 
No Abnormalities e Bia 
No Abnormalities 

No Abnormalities - p O“ 

Ut. Collins did not locate the section TM 
that was made for the renal pelvic areal | 
No Abnormalitias s E 

i0 Abnormatities 

*hey did not get enough sections, 

No Abnormalities x ۱ 

No Abnormalities 

No Abnormalities 

No Abnormalities 

Ho Abnormalities 

Soscinen was in poor condition for’ exanination 
No Abnorealfties : í 
No Abnormalities 
“Wo Abnormalities 
“Wo Abnormalities 

No Abnormalities 

No Abnormalities; but exceptionally 
thick sections, 


No Abnormalities but section of thorax was too - 

thick, epproximately 5 m» (exhibit 39, photo 2}, -. 
The PDA submission stated that the slices of the . 
thorax vould bé somewhat thinner than l zm, 


Dr. Collins verifieó the findings of a Segmented ` 
uterus that was indicated in their raw data but 
not in their FDA submission. Dr. Collins also notea. 


that there is a slight hydrocephalus of the Lo a ی‎ 


ventricle and enlargement that ia not in their > 
raw data (exhibit 39, photo 3). no 


Their raw data indicates that fetus 41101 has "a 
renal pelvic cavitation of the kidney not enlarged” 
and is an artifact and not a malformation,  Exasina- 
tion of this fetus by Dr. Collins indicates an en- 
latged kidney with hydtonechrosisa Cexbibie 38, 
photo 4) pM" DAN. is 
No abnormalities 

8o Abnormalities but in the opinion of Dr. 
Collins there were not enough Sections 
thru the heart.. T 


1 & Comment ` l a ۳ ات‎ DE ae 
dud t palate UG: | 
f Pi 
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Visceral Feta 


422007 
42009 
40202 
40206 
40707 
410712 


* 41708 


20407 


41101 


=! 
z 
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43207 No obnormalities but in the opinion of DESC 
i Collins there vere not enough sections i 
thru the heart. E 


41762 | . The specimen was broken up and was a problem ^... 


to examine 


41703 The specimen was broken up and was a problem 
to exemine Ve xc 


41705 Ho Abnormalities 
41 7 06 "P Ho Abnormalities 
41709 . No Abnormalities 


br. Collins estimated that approximately 50$ of the fetuses had 
OnE or more visceral Sections that were tco thick (exhibit 39, 
photo 2). It sey be sidnificant that their finGings in their 
tctal of 7 visceral sections pertained. to only three fetuses. 
(Exhibit £431). Dr. Collins noted in some cases thet they missed 
the renal pelvic erez. There is a possibility that some of the |. 
Sections might have disintegrated or Some of the sections might ` 
not have. been placed in the vial at the time when they were 
Originally examined by, Searle Laboratoris. 


Stotistical Evaluation " l MNA 


Attached as exhibit 35 is a meno from Mr. bennis I. Ruggles, . 
Lepertment of Mathematics, HFF~110 to Dr. Collins HFP-155 regarding 
an eveluation of the statistical methodology employed in this 

Study (E-89). An actual statistical review was not performed. 

In Dr. Collins' opinion this statistical review of the PDA 
submission Showed that the methodology employed in this study 

Were essentially correct. The comments made by Hr. Ruggles a ae 
concerning this methodology were minor (please refer to exhibit 35). 


Interviews with Gail Kirb 


with Gall Kirby E‏ تست 


An initial interview Was held with Gail Kirby, research technician, . 


on 5/25/77. tirs. Kirby was reintervieweó on 6/7/77 by telephone | 
in order to obtain adciticnal information. ke felt this was 


 nhecessery because Mrs, Kirby played a major role in the conduct of 


ES oes 


EIR 5/2—-7/98/11. -37- Saarle Laboratories 
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The second interview was beld by a conference prone from Searle 
Laboratories to Mrs. Kirby at her residence, 


The interviews will be reported in question and answer format oe eae 


to point out differences between the two interviews. Portions o£ 
this information have been reported under the respective heading 
Cn 6/2/77 Richard Viktorn, attorney told us that Gail ۷ 

had reconsidered her first interview an3 had now dacided that on 
study E-£9 she had performed the visceral (examinations. 


Interview with Gail Kirby v 5/25/71 


O. What was vour job in E-85? 


ET 


A. I worked as e Research Technician in Teratology. Ms 
duties included per foraingq hysterotonies, preparing 
fetuses in Bovine, preparing skeletons for staining, 
cutting visceral sections and recording data. 


J. Describe your hysterotozy duties. 


A. These included: 
l. Haking dissections 
2. Wejahing the fetuses 
3.  Sexing the aniaal 
4. Eoting the gross abnormalities 
5. Crown rump measureaents 
6. Uterine distribution of fetuses 
She did the entire hysterotomy, she generally wrote her. 
findings on the laparotomy sheet but occasionally she might 
have received help with the transcription, 


0. Bow were the Nilson sections presared? 


A. I cut the sections for someone else to look at, The 
sections were made as follows: 


1. 8ix sections through head. ۱ ۰ 7 


2. 5 cr 6 through thoraz 
3. 2 through the kidney 


Q. Who evaluated the visceral sections? ; prs 
A. Ray Schroeder evaluated viscerals. Tf may have transcribed. 
(Note: she subsequently stated that s made a mistake in this 
id 


initial interview and that actually she did those visceral 
examinations). 


زا dir‏ سیب + 


Skokie, Illinois 60075 Mmm el 


FOE m 
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How long would it take Ray Schroeder to evakuate viscera 
Specimens represented in 2 visceral exan sheets dated 
6/17/77? i e 


e 


It would take all day. (25 litters) 
Bow did you prepare fstuses for Wilson Sections? — 

Put the fetuses in bouin's for 2 or thres weeks, then rinse 
in tap water 2 or 3 times and then cut the fetus 2 at a 
time on a plate, (She naje n record of the fetus nuabsr), 
How were the fetuses Sexod? 

The sexing on the visceral was done by identifying the organ. - 
Did you use a checklist when performing visceral exams? ° 

Ho we did not use 2 form, 

Describe your procedure ín doing visceral exams. 

i took the fetus out of the jar which contained water, 
Then I sat down where I bad paper On my right side, 

Ray Schroeder would then evaluste the viseeral 5ections, 
Way don't the work sheets show more Bouins Stain? 

I use3 gloves, 


Who did the skeletons on رز‎ 


X have done skeletons examinations, but T 408 remenber 
if X Aid these, . EIS 


Showed her the skeletal results, 
"I did the Skeletons on ۶-99 


On your skeletal closures, what do you consider normal? 


4 ~ 758-1003 ossified Exp 
3 + 593-758 ossifiea a 


How did you assess the skull Closure? Did you do a real - 
Screeoning Job? l 


This criteria 19 gíven in our manuals, EX 


EIR 5/2-7/8/71 . -356- Searle Laboratories 
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| Could You say you screened the frontal bone Or parietal bone? _ 


- 


"I hope I did-, 
How many autobsies could one person do in one day? 


30 autopsies Per day. I started at 8:00 am. 


(Gail said that She did not kill the animals at one time, 
She 016 the killing over an extended period of time). 


Wno else assisted in the skeletal exam? 


1 was the only one who did SKeletal exam. 


In doing this Skeletal exam, is it fair to Say that you 


It is always smaller, it is the Size of a pin head, 


knew what level you were looking at? 
Yes, we knew tne leveld, 


Can you describe à Sth sternum. 


i . The closure was what was mostly done, 


Give us your educational background. 


1 attended Loyola University until June, 1974 ang accumulated | 
Some 100 hours credit at Loyola. My biology courses included 
comparative anatomy, embryology, nicrobiology, 2 inorganic. 


My Super- 
Ray gave ` 


chemistry courses, one organic chemistry, 2 physics, plus 
. usual liberal arts. 


Did you receive a college degree? 
No, I have not received a degree. 


Please tell us about your work history. 


1 Started in teratology at Searle in August, 1974. 


visor was Ray Schroeder, He taught me the basics. 


me material to read and did historical control animals to 


Ett c 


did the visceral Sections according to Wilson's boo 


Q. 


A. 


o. 


A. 


2-7 7 l -(6- | Searle Leboratories 
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. [4 À ‘ 
trer Gia you etart Going skeletons. . 


tenths after Y care te Searle. 


letal data, anû the reason er 
Erp f.t, en beck of lapstotony 
ert by Gar, e,c. 41907 S/1LE i25. 
eee cf ene lareroto Gv Sheete, there 1s z 
Ly fetus hot it doas not ccntein ell ef the 


eked pt i valiy and Eeportes xs 

dete] eheet. Once it was ali t£zllieóc, : 

Used] Gr optvetanting vas put on tne beck of the 
by fetusa The transcription wae not done at 
exztiüestion. YF oió eot go back to the fetus 
niiicent £fincinuncs. 


rtenezter the cbservetion? 


ne that Cn thet study, or the next wo used R مج‎ eite 
sec were not exazineé twice. I transcribed ang ule | 
ecerded the data on back of the laparotony sheet. - 


OC 
m 


Rn 
rel 


ecaróing the visceral exant, what Gis you do? 


SCcrel Cete wer also reccrócó in two placea, i.e, on 
pem cf paper and lèter pot on back of laperotomsy 
t. Jt wat felt this paĝe the deta look better, 


On the tkeletens, 16 vou sereen for supracectcitel bones. 
Alec, what skull bones vus you check B 


i think I have alreecy ans ered thot question for ycu, ‘he 

Gores of the BXUll are e irontal, hycic, urcer jew | 
erd lower jaw, ۲6۵۶1 م0 هم و‎ 5۵8 ۲1115, and tha nones Breond 

the eyes.  *harc is = listing of th SEC GH the tall» ancet. 


Eczcrcino your work exp er lence, hou meny er hnve vou 
worked ON? ; ۲ vb iue tls 


7 or b plus historical. I dió viscerr)] crly on Ft 1215 (t-i2). 
how geny aspartate ۵۱0۵1۵5 hava you vCrkec on? 


Pu J201, FF 12194 


MIU i d antenne un memet LA enm IR nt VARET a8 


Meere meme 
cem iino Tte eee gs چیه مهد‎ nime rp 


j Ao. 


egg ee 
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Noter At this point, Roger Theis, attorney, Strongly objected SM 

(2. to the line of questioning Stating that this was not reli 2 

2.2.0. evant since Dr. Collins had not found serious objections ~~ de ae 
to the skeletal exam findings, . Boro | 

Dr. Collins Stated that it a3 relevant because there are- ^ 

very few institutions where teratologqy training is avail- .. 

able, consequently in house trsining has to be Provided, ^ 


Cr. Collins asked whether or not Searle had Provided a 

training manual giving instruction for visceral and skeletal 
examination., Gail Kirby told us that a manual hea been avallable 
end that it contained pictures Of visceral Sections. l = 


HES, Kirby stetej that she dia 80:2 controls, during which 
time Ray Schroeder would point out unusual findings, i 
She stated "Ray Schroeder taught me what was a normal condition 

and what was not. He a SO taught me what to look for when making i 
these examinations.” ۱ ۱ i : ۲ cea hg 


This concluded the telephoned interview, ee TIC | 


Interview With Raymond Schroeder 


وہس یہ lhe‏ کیہ میمت Ne‏ ب SO ne‏ 


This interview was conducted at the 
| on June 22, 1977, 


Q.: What was your role in Study E-5? Who else was involved? "^ 

۸2۰۶ I was Supervisor of the Sroup whieh included 2 technicians, - 
Donna Relas ang Margaret Paber HOpPpenrath. Y dig not kill 
the animals but did examine the animals for external abnormali- . 
ties. I reaJ. skeletons and read visceral Sections after they | 9 
had been cut, Donna Helms killed the animals, recorded the ob- سر‎ 
Servations, anû the food consusstion, and made up the diet, i: 
Donna Helms made the Crown-rump Neasuresents by stretching the 


fetus out on a piece of paper towel, Making two marks, and reading 


| 


the distance with a : \ealiver, Margaret Paber Boopenrath 
also killea animals, made up the diet, dia Crown=r ump ES 


Measurements, and measured food Consumption,- . EET ی‎ 


as gi - i ۰ ۰ m DUM ue te sun Id 


O.: Did you áo the C&esareans at the same tine each day? 


Aet Yes, around 10 in the morning. a. es 


EE ML LLL 


eis you Bix the iet? 
PE: 1 cíéó it isitielly.. the aspertexe was eleved because 
i £l & tencency to Dell uy. The chek was not &icvesc. "ine 
fPnher CÎ kiying wasg & Little chew was put inta the bowl, 
zaprta wes Ecce eno Eliseg fori apporozicai 2 ainetes, theo 
the regt of tne chov wea bÓceCc sno mixec scél had lorzeor 
particles than tho ésparkese anc the ۵ hot around. Alte: 
thc ddiet wee mixed, there wae no-tsllina Paportazcue. 
nore cny bates recergs GY 26 eve Soe les KEERT , 
بل‎ E ۲ 
iow much méel wet kixec ur st one tise? 
J don't know how much was mivec up at one tite, 
tCescribo the tyve of mixes ant its iceetlor. 
t vat g ficbart síxer, erproxinetoly 2 [fact hich, cf apprrosiost 
C galien capecity. Ib ves leceted on the thire ficer in the 
set mixing ۰ 
Fes theta any Gifference in the particie ler of the asnarteis 
enc the ehaw? 


nave no icez of their mae. The melee were poen cales fror 
èn Ín-5ourc colony whics hed been usec ín previous etecics. 


neerance bot Lichter 
1 
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Wrst was the ۲ هجوت‎ ace of the malest eee 


Yy 
A 


‘rhe eae 1 ۱:۲6 wan hono 
jx عونتم‎ th H 
ln zy raus 
3 4] 6 مج‎ 


en 
Re hailinz EnG no rir: 
cininete betweer chcv er 


ho» were the anizalz places on tha racks? 


snnt. ike 


The animals were put o5 racks as they goat ۵ 
1 r er in rence 


Lecha bere SCrixsentel end the anise 
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fiew were the enivais ۱68۵۸۱1] 164 ip study E-57 Tor 


the forales were earepunceed. (te alo not remerher hee the 
xrelec were markeo). : 


5/2-7/8/77 NEL NN Searle Laboratories ~~ 4 
HE e ^^ Div. G.D. Searle & Co; l 
Skokie, Illinois 60076 


The animals were Placed on the experiment randomly, not b 
weight, and were mated 4 days per week, PUE UU 


Who wrote the report? 

I wrote the report, and also edited It ۱ 
Bow was it verified and collated? 

Dr. McConnell and I verified and collated the reports 2) 


Several errors in transposition and non-recorded data were 
shown to Mr, Schroeder; These included a transposition. FX 
error in the recording of the unossified cervical centrum, and 
one unreported sternum ossification center Split, 2 resorptions | 
(in dans 57 and 58) unreported, an unreported Poorly ossifieg | 
ischium in dam 58, and an unreported unossified cervical centrum | 


^ue 


- 


1 might have missed them, "nc os 


How were the skeletons examined? How was the data recorded? . 
How long was each fetus looked at? A it Sow e ی‎ 


The fetus was looked at individually but the data was recorded 
by litter (dam). If abnormalities were found, they were fden- _ 
tified by fetus number (e.as, fused ribs). . Each fetus took... 
approximately 5-6 minutes to observe.. _ Secu ied, Rr UN 


Are there any sheets where the skeletal data was listed by 
fetus number? E ages doge lees. 


What paremeters did you use for examining the visceral sections? 


There were no forms that were used, 


Would you have seen reversed blood vessels, for example? Ï 
$ d ۱ wee V یه‎ ates we Nor H5 eee v 


en e 


Yes 


in- thes contro} group. .— S Se 


EIR 


2 7 ۰ edes 6 Searle Laboratories = — 0 
; ۱ Div. G.D. Searle & Co, > E 
Skokie, Illinois 50076.. BE 


nterruptions, end it obviously took longer than 
á 


had many 
ays. I Gi approximately 30 ۰.86۲ day, . e l1 


* 


and ] hemorrhage in the pericardial cavity? 


why were only 3 abnormalities reported, i.e., 2 aydrocephalus | 


E 


2 UU cx 
" DEAS 


these are the only abnormalities that were found. I think that 
the — ..|rat is a good rat, e S 
Why are there differences in sex recorded on Visceral Sheets | 
versus laparotomy Sheets? There are approxinately 20 
Gifferences, 

I wes interrupted many times, also transposition could have take- 
Place because I Was looking at 2 fetuses at the same time, ۱ 
Whe ۲۲۵ 1 هم‎ you ín teratology? : 

i trained myself by looking at many control animals plus animale 
from studies ín 6 amino-nicotinanide, hydroxyurea, and methyl 


What date dia you leave Searle? * 
I left Searle on Kay 2, 1975, 


why did you leave Searle? 


I vas firee by Vondruska. I dión't get along with Dr. Vonérusika 2 


I left Searle in Kay of 1975, hos Mead, Sab dp ir ae 


I cia strictly external examinations, Sometimes sex ang weight 
of the fetuses, ang the gross examination for external ^ -w 


abnormalities, - Fern ا‎ 


DEM 


f le 


Dió you train Gail Kirby? rf SO, how? | سك‎ 
There was no formal training. I Pointed out things to her àné 
showed her representative sections, I was not there Very long 
(aporoximately 4 months). M ee ee DAL 


T Th e NOM C eA 


Gall Kirby in charge of an entire experiment? 


I do not want to be pressed on answering this question, 


Hr. Schroeder volunteereó that Gall Kirby was hired to augment 
the teratology group. 5» dibus 


M - AUR se ott, 


eie Um A $ Ara i ] 7 ieee 


Salicylate. The animals from the Studies had positive tissues. 


. What role Gig You play in study B-89? l EN Ee 


: If you were in charge of teretoloay, would you have put . 


= caer ae 


c leperstony 7 a m ; 


EIS 5/2-3/£/13 me Gan <°" Searle Laboreterter 
e E tie. Gel. ócórle & Cc. 
Sey ers مت‎ — $kckis, Illinois 65076 
* MK H ۴ 
Interview with Cr, Jarce F. Vonctusha ۱ 
Ihis pu wes heló at Searle Lsleretoties on ۲۱:۸ 7, 1977. 
FROTE mreeient were Or. Vosdruska, Kictsrc Viktcre, Royer Theis, 
Jerry dedi (tecm leader), end Ur. Theras Collins, 
Dr. VOnJrusaó fg Director cf Aninal koesources.  At-the tise of the 
Stacy, Me wes a research scientist, Riz fenediate tünetviaor vss 
LI. hecert HeCenneli, Pirecter of the Patnoiogy-liosicociogy Depert- 
pert, . 
fer Esat were the instructions given to Cail Kitby for skeletal enc 
"ERECTA exexinatione? f xi 
Ket Cell kirby hec teen $t Eesrile fer several sonthr end Nad beer 
trainec Ly Rkaysond SChroeder, ior vhon gha performes the Bene: 
fonctions. Sbe waz teld to 65۶ On. I cPve her no specific 
instructions, 3 
Set Ör what besig Gleé you feel thet Call Rirby wea adecuztely 
trained anê haê the cap city to do the skeletal onc viacerel 
sectione? ۱ 
Aes J relies en Schroeder's training. When be san not there, I 
srot checked, 
Get Bhat vercent of the 560 or mere skeletons dié you exenine? 
Where arc the ۲6۵۲۵5 of your examinatlons? 
fet 2 groetly locked at 10838 ef the fetuses for sonore ۸ 16 uncer 
€ Cíescctino nícroscope. I checkcá a esol} percentage 
(errrorinetely l6$) for skeletal variations Y also eheckeog 
Cail €irby'5s verk when Schroecer vasn't there. I وه‎ recall 
ery vecores. I Gió not reke a separtte get of notes. 
wet whet percent of the 300 cr ac visceral secctions cie pou ezerir 
Ast I cié not cheek viscerel eectiont, They eere done by Gall Fir- 
Schreecer bac long gone. 
Get Dio ball kirby use a Gíctaphone? 
Aet See Cla not use a dictating machine for work perforaed on the 
bench., She made handwritten notes written on the raw deta, 
Cut Ne wes the significance of the Cats 6/4/75 on the £rent of 


۲1 5۸/23 m4 b= Sesrle Laboraterias 
Give Cel. Searle k Co, 
Skokie, 1111۳015 69076 


Ket This was tbe Cate on which Cail Rirby averaged the crowe —-— 
Fus p and fetal body weights. HE Em 


Pu Cn whet heals did you consider the renal cavitation am srtifact 


fst This was probably e tad choice of tere rinology. I thought thet 
Gell Kirkby cut through the kidney at an Incorrect angle (again: 
the KASS} ۰ ۲: abs e s Pss 


Did you exasine this visceral section ther? 


m 
* 
t^ 


Yas A ae 
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Qet Why didn’t you retort the visceral walformations of segmented 
uterus and cleft pelate in the PDA eubmiasien? (Dr. Vonüteska 
WHS ehoien the FDA eubudseton along «ith the ray data). 2 


Rer This was probably an oversights ۱ ۱ Pri 


Q.t What is the cionilficance of the dates 5/14/75 and 5/15/75 
cn the beck or the Japärotanp Sheets? >- "ES eel 


A.t I Cont know, You wlll have to ask Gell Kitby, 1 T 
Get Why ció Schroeder leave? 


Aer Schroeder wee eked te leave. His leaving bac Ketki. to óo 
with technical oualiticatiens ag a researcher. Ha lacked- 
supervisory skills and there were personel differences, زر‎ 


interview With Rargsret Faber Seoppenrath 


his SA du M et held at her here on the evering of dely 7, 
1377. Present were Margaret ünoppenrath, Kr. Sogoenrnth (husbans), 
Poger Theis, Jerry Cressler {tear leader}, and Dr, Thosas Collins. 
When Hr. Bressler and Dr. Collins errivcó at the Gorpenrath uone 
at approximately 7:00 p.m., Roger Theis wes alresdy there, 


Bargaret Hoppenrath was mentioned by en employee as possibly - 

having werked on study B-5. Mrs zcprenrath is co longer working 
for Sesrle Laboratories, but agr reed to be interviewed by the PDA 
teem. A copy Gf stucy ES wes given to her to review on June 27, 


1577. 


HER. Hoppenrath 5tetod thet upon thinking it over, she did not- 
think that she was tnvolved in eny of the cesaresns on F-5, The 


... Div. G.D. Searle.& Co.. 


EIR 4/25/77 to 8/4/77. 5 7 Pb gus, qu frs Bear he Laboratories’ 
| JSA/DME/JT/LF . LM a v. P 
B . Skokie, Illinoi 60076 


Bart Tangonan .. 2. 
| Tony Martinez =? 
-Davið Kije "n 

Robert Spaet B 


.with assembling data’ for clinical ‘chemistry and nematology. "^ 
determinations for April 1973 to Feb. 1974. ` 


The above four -persons ‘in the toxicology department were involved "1. 


Joyce Schulmann. =; performed. urinalysis and hematology determiüa- c^ 


'" tions from April 1973 to Feb..1974. 


Philip Muellner.- Technician in Path-Tox Dept. July 1970 till end p 


of study.. تن‎ 


urinalysis.. No longer- employed by Searle.’ . 


Janet Praal - Technician, prepared individual.work sheets fọ C mo es 


Cu The following employees’ were. intérviewed regarding clinical . 7 j. 
lab procedures, and methódS-for recording clinical lab. Nt, 


data. c. - 


1) Bart Tangonan on 6/1/77 regarding the recording of data.’ 


2) Judith Beauchamp, on 6/2/77 regarding hematology and 
urinalysis. 


3) Judith Schmal, on 6/2/77, 6/7/77, and 7/29/77 regarding 
clinical chemistry. 


4) Tony Martinez, on 6/3/77 regarding urine and blood eoe. 
lection, and recording of data. ` 


5) dane Drury, on 6/7/77 regarding electrophoresis. 
Accounts of these interviews are attached as exhibits #47-54, 


D. Other Documents and Procedures Used to Authenticate Clinical 
Laboratory Data values in Submission were as follows: 


1) One loose leaf volume entitled "SC-19192: 104 Week Oral 
Toxicity Study In The Rat. pp =- 988873 Protocols, Organ 
Weights, Dosage, Hematology, Urinalysis, Blood Chemistry, 
Protein Electrophoresis." The volume was subdivided into 
Sections according to the above parameters. The indivi- 
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5-7 ۱ agg ^ Searle Laboratories 
ias : E niv. Geo. Searle & Co, 
Skokie, 111 6 60076 


Copy of Fin subaissien on study ies . 


F و‎ D organizstion chert : t ROM 


5j Curriculus vitse = Janes Fe Vondrurke 
5) C€urricoulusg vitet = Alen Le و دنا(‎ 
c) Curriculus vitee ~ Gril Kirby T 


Cnain of respongibility 1375 


Finel protocol for a SS e study cf 62 
peth-tox project $121257 (Egy ۱ 
r alysis of ASFA TARE من هواس‎ lot 5S55£7 and copy 
analyst notebook pertinent to assay, Study 8ج‎ 
Searje Lak oretories analytical srecification for Anpartone 
(SC 18262) method CA 02004-03874 = Study £-89 a f 


Mer Fiver Breeding Leb, HWlimington, Ke 
P.G, 502726 = rancor Bees alkino wice; | Strain ~ Stoóy pes. 


Lobel copy ~ Purina Pat Chow - 5 دا‎ ey Peg 


Case carts breed unit enc Indiv idea 1 ferale mouse cago Card, 
“Study É-89 1 a E an P D 
Cory - Intec int cut body veig be veges in ۲-9 رگ‎ 


۳ 
P 


Copy ~ Intec print out feed concupptioa COLES E=$? E 


Copy = Isporetewy shasta Control animals = E-88 


Copy ~ laperotony sheets bow Dose enisals = LS 
Copy ~ laperctomy € heat Eedlum Dosé, t-69 7 E 
Copy ~ laparotomy هن واه‎ Bigh Dose, r-ug l — 
Cepy ~ undated report = fete el skeletal ezarinct tion ARTA ai 
Copy ~ vísceral examination recert, FIZIK, 6/5/78 = - t-09 
Cony ~ instruction sanuak fe etal soft tiesus and eke eletal 
ورام نم‎  L-09 E D 3 ۱ ; dd 
CEN L6 i 
"a cum — 


pir 
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Div. G.D. Searle & Co.” 
Skokie, Illinois 60076... 
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Copy - mixer data SC 10295 in Hobart mixer ~ E-89 
Statistical gita regarding ESTEE od of results: of" ete ee 


Copy of FDA submission on E-89 
Listing of data for teratology studies under FDA seal d E 
Photos l-6. Photos show identification label on cap,. thick 


section, Hyárocephalus, Eydronephrosis, reduced ischium 
and missing pubic; bones, Hypoplasia of the Haxilka. v 


of Gail Kirby signed by Wr. Roger Thies. 


Copy of authorization to examine visceral sections. E 


^R Ges ees Dx pt 


Carl E. Lorentzson 
Supervisory Investigator 


Johnny F. Salas 


Dr. Thomas F. X. Collins dp sd 


Copy of.photo sien by Searle personnel of fetus | 
s. #32703 ~ E-89 9 


Copy of memo refusing to allow an additional interview set o 


NC ME. 


EIR 


a rud 


234. 


2 or noy 


35. 


.Study E-89 . E 
Randomization procedure for Study E-89  — E A 


40. 


4l. 
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